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R 2n ttgm*££bT^TfcJ;V^«S^ 

C 2 8 3 W n £ ektf Z n # £: *> fctt^«» 5 ±IB C 2 7 ) IBi^O'fb^o 
10 C2 9^ fb-&tJ (Im) tK N-tf^Mb^tiWTfcJ^iS 



CS^ W f {±ilS^*fc(igila ; &*tTV^T i fe«kv^•2»^b7Jcma*^ . 
15 R lf {i7K^M^ gma^*bTV>T*)J;V^b7K^a> amS^*l/tVST 

R zt \mm&*%hx^x%&\,^mim*, 

r 3i \mmm*% l wt & £ umtymms. tzizmsmz^ lx^x % <t ^ 

20 R 4 ^±7mm*&tLimm&*%Lx^x%&^mb7m&%7Ft^ zmz 

. C3o: fb^t; (If) ^ N-tf^Mb^T^Tfc^S; 




>4f 
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R 39 N 




[ />~R 1s 



(Ig') 



10 C3 1D -fb-^J (I f ') tfis N-;fr^>Mb£*iWTfc«fc^5$; . 



R 2h &fi$l*£^LWT$£^««£> 

R 3h ^iSma^tTV^T'feJ;V^^>^b7J<^^^(ig«^WbTV^T%J:V^ 

20 h%±ffi C 2 9 D iB«8©-fb-^o 
C32} 
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Hal 



10 N-;t^>Mb£tlTVvt£<fcV^ 




15 o 

C 3 3 : ±13 C 2 6 } \Zim<Dih-&VS<D 7* h* 5 y ^ 0 

C 3 4 } ±S3 C 2 6 i fcfEHB ©<fr&4fcl SftttWn^y ^*^fr bt 

20 vr-;Wb£«i ( i ) & b < fcKcrn 1*5 * 9tt%m£i#t*> - 

25 «tt^«»^> ^i/-^^ aa*«ttii^ iB*3fttt»+a«4i> 
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& Jfll/J^««^ mmmm^m, ^mtmm&jiam. «tt 

» tstt##&e«s t^jR^Bx tBRttjjau ^>^>h> 

C373 c-jun N^^^— eisasy*«Bi-rsfc«)0esys«^-r 

io mm. ru-y^ms saftft&ii& aa^sttJep+wwkws 

* ifo^wj^ aba 

-rs^g^s^T-g^tifeT^-Mb^ (i) $l< • • 
c 3 9 } w»**t**^a*»si»Tm*nfcT\;-;wb^ ( i ) 

p3 8MAP^-Hfffl^lil*J;V®TNF--a0^ffi§3l3!P&38ttnSia*- • 
tittW«> §B&«I&> SB^6«6tt»*»»JW£ 

25 N ifo/j«4>^ mmmmttm, &m.mm, im&amm&m. mm 
m, WHHm&tiams mzm&n, *#vmm, mm&mm, ^>?>h>m 
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5 ffffi& ^ro-f b*3H, ©p 3 8MAP*^-^SISfc«fcV<2>TNF-a£ 
£Pi^fr ^.^^tlS 1 a * it tt 2 aW±©^SfeSOH«5 LT^#1" 5 

7"l/-77^ @3ftgffi^> eB*jfttt»+3**H 
«s ifiL/Jv|Ktt*l>& Sffi&Ml&J& £$Btt#ttllv ^tt#0^«a«x it 

io &mm, is&#«s«> *#s>ftn> mt&a&uk h 

■ rtuiiu ifo^&r»»s #j»ifo«x jtoraftu . torn** mn&m&s %m 

*»WC*V^.rASIU: r A a 3i_K TA b ^j N I"A°^jv r A d ^^ rA e B|j, 
15 -rA'BSU rA«»j i"A h ^j ^e.CTbWt*)«tirvrg^j 

c 2 _ 6 7 , ;i/^-;k *;i'^^>c 2 _ 6 r;i/'ir-;i/ (flu i—tiM**/*-^-))/ 

20 , 2-*;i/^^-2-^^;>^r.;i/^) N .7\nyWb^tiTV>T'fe c fcV>C 2 _ 6 . 
■ Tnfr-M ;^DyWb^tl'CV^T*)J;V^C3_ 8 iy7D7 > ;l/^;K Ce-i^U- 

i->;;k 4-t7x-u;K.2-T>h'j;^X ADy^bS'ti-cvvtifeJ; 
7ir;i/^^ l-^-79=-;i/^K 2-±7^;i/^-^^X C 7 _ 18 t^;p 
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-)ir*s 2-±7?-fr?-*m), C 7 . 16 77^Wt ( 

;i/sHX Cj-eT;!/^-*;!/^;!/ (#k r-fe^K 7°Pi^--;k tfnp-ov 
10 s?) N c 3 _ 8 ^7D^;i/dr;i/-^;i/^;i/ (flk 'i/^o7DWi/*;i/» x* 

• ■: ^f-;i/ (flu ^ b^i/*;i/^;K xb^i/*;i/^-;K 7*o#3fX&;i<j}^;i> 

, l-t7h^;K 2-±7 h-f;i/^)> C 7 ., 6 77A^-A;i/» 

20 . -f ;i/*;i/^-;K kd *;w^w;k - 

^-c e _ 14 T'J— ^-ijwt^-f/i/ (#k 7x-;i/*;w^>f;K l-±7^;v 
25 2-^-7^;i/jb;w^-f;u^X ^7-M^-5X(±6M1t^ 

•Oi/SPX c x _ e :p;v*;i/*;]/*-;b ($k pWi/x;i/*x;k x^;i/7;v^-;v 
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C 6 . 14 7U-^M-;i/ (W, 7i-;i/x;v*r;K 1— ^7^;i>* 
^-;i/T^7^X C^^^^i/x;!/*-^^; (#k ^^;i/7n;i/^-;v^^ 

.' A ^;P7;i/^-;i/T^7^).. C 6 . 14 7'J-MMi;i/7^ (flk 7a... 

-;i/^;v7tx-;i/7'^7x 2 -^7^;i/7;p^-;i/T^ 7> l -:^73 L ;^;*;l/*x 
15 )]/***/m\ c 6 _ j 4 t v—fr —tifr-ft-M**/ ^W^va-^x i- 

20 w-^wve-r-;^*^ (Ms Ptf-ww^-fl/**^ 

ft]3S#7* $ A 5 fc^ L 1 0 M^S^^SI* (fck 2 3 

25 ;k 2-t:u^;K 3-tru^;K 4-^u^;k 2-^a;;k 3-^7 y/i/ 
x 4-*aj;k 5-^7U;k b-^um i-^v^7U;k 3— fv* 

a;;k 4— fV^7U;K 5— fV*7l);k i— -f>Hu;w 2— OFU 
;K 3— Y>KU;K 2-^>W;'JM 2-^X7 Lb] ^x~;k 3- 
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[b] fxz^ 2-*> s J [b] 77-;K 3-^W [b] 77-;i/ 

tie>©a«#2»± 2~3H) 3Wtfrufcat*if<«fc»f&*i*. 

fufB r/NpyWb^ftWTfc^C^e^l/dM/j fcb-Cfck lft^ 

-Yvrntr;K T^k -fV7^;K sec- 7*3Vk "tert-7*^-;k ^ 
gWPfcffcftS. H#«ttm *PP**-/W S>7/M- 

P^Wk hU^PP^^K hiJ7Wn^f;K sfM 2 -T^x^SM/ 
10 „ 2, 2, 2-bU7Mnxf;K ^7^7MPx?M T'nWW 3, 3 
, 3-hU7fl/tD7'OKfl/> >fV7 , DKM 7^;k 4, 4, 4-bU7;i/^- 

n/f;w >f v7*^;k sec-7 r 5 L ;K tert-7*^;k ^>^;k ^v^k 
^^>^;k 5, 5, 5 - h y 7;i/^-p^>^;k ^#^>;k 6, e, 6 - h 
U7;i/^-P^*>;v«f^tfe>*tSo 

15 bubB '"AD^Wb^tiTV^T*ct^C2_ 6 7';i/^-;i/j tbT&x #lx:fc£ 1 ft 

v7d^-;k 2 - 7t=- > - 1 - -f ;k 4 -^>^>- 1 --f ;k 5-^-fe> 
-1— r;i^£) wwfeti^o jyfc#i£bTJ;^ tf-;k 7"p^-;k 3, 3 

20 , 3-h'j7MP7D^;K 2 -7*^>- 1 ->f ;k 4, 4, 4-hU7;V 
t}-d-2-7^>- l--f ;K 4 -^>^>- 1 -^;K 5-^-fe>- l —y 

HulB 0\DyWfe£*lWTfc«^C a _ 6 7Vl'*^7l'j btfck lft 
^b5{is #*b<ttlfcl , »b3ffl0^P$ , >IK?' (ffik 7^ %& N *f!l> 
25 3»j7^) **bTV^T'fe«fcVNC 2 _ e 7 > ;i/^-;i/ (^J, 2-7^>-l-- f;k 

4-^>^>- i-> t;k s-^i/y-i-mm) ^sB^^ffena. hwj 

fcbtfck 7p;V1/^w 2-7»-l->f;k 4, 4, 4 - HJ 7;l/:4-^- 
2 -7^>- 1 -I* ;k 4-^>f>-l-^^ 5, 5, 5-HJ7;i/#P- 
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5 „ */£dt>;k ^p^>?-;k ^p^*^;k ^p^t^k s^pj*- 
*^;i/30 wm-fkMo MibMthx^ i/^P7oK^ >>*P7>;k 

5/^D^>^-;W S^P^^k i'^P'VT'^k V^P^-^f-M 4,4- 
^DDi/^DA^;K 2, 2, 3, 3-rh77WD^>^o^K 4 

10 buIB ONP^Mb^ftWT&J^Cj-B^l/n^j bLTlts #iJ;tk£l& 
^b5<Ek 3t?£b<&l&^b3«AP>?>MT (#k iMMs MM, 

PJfr^X 'fVT'n^X '/b^X ^V:7h*X sec-7b^X ^>f\H/ 

^^>;v^^) ^w&'nso M^J^bt^ 0>jx.t£^ K=¥-> 

15 > i^7;V^P^ hU7;i/tD^b^ 2, 2-hU7 

jl^Pxh^X TW^X ^v/n^k 7b*X 4, 4, 4-hU7 ■ ■ 
;vtD7b^ -f.V7*l>*X sec-:7>*X «>fM^^ 's^/M"* 

20 &VNb5{@, #£b<&l^b3ffl©Ap;f>JI^ (flk 7s».|, jfi& MM 
y s^m^) £W bWT <fc^ C j _ 6 T;i/3f (#U J^^Vl/ 
7°Pt;i/^-^ -fy/nW^ y^-Jl^, sec-^Jl^-^ tert- 

^;i/^*s?) ^mf^nso mfomtLxte, 

h'j7;vtD^wt> x^;i/f-^ :/p£;]/^3\ ^v7ot:;vf 

25 *\ y^W^ 4, 4, 4-hU7MD/W^ ^>^;i/^;d\ 
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5 b3IB bT wc % 5 b 7 HtSTOttT 5. J j cd rg&gj 

fcbtfck W^aCi-eT^;!/ (R /^;k 7dk;w ^yroK 

;k 'fv.^K sec-yg^k tert-^;w ^>?\>k ^^>;i^?X 
c 6 _ 14 T>;-;i/ (#k 7i-;k 2-±75=-;k 2-t7inj 

10 /dk*=m ^^n-f;i/^X 5&VAblO* 

^SB^aSS 2-^-;k 3-^x-;k 2-tfU^;k 

;k 4-k'J ^ ; w 2 - * y u ;k 3 - * / y ;k 4 - * y y ;k 5 - * y y ;v 
\ 8-3vy;k l — fv3vy;k 3--Yv*y y;k- 4W v3v y;k 5 
-- fvdpyJM i-^>h*u;k 2— f>K>;;k 3->r>h*y;k 2-^> 

15 yf?y'j;K 2^W [b] ^a:-;k [b] 5=-:n^;k 2-^ 

W [b] 77^;K 3-^W [b] 7vn;W?K"a|-^v*«a«f6*i*-. 

20 £bTfct 0d*«s-«ttXI±«lttft<b*«a£ («k r;i/*;k t;v^--;k tjv 

x ft^ft 1 &^b 1 6m(Dm^zmzm<b%.m&mifi&& u\> 

rT;i/*;uj i:btii> ^Jx.«c 1 _ 6 r;i/^;i/ (flifcttx y>^;k x^k r 
ntf;k -fV7*nt;k 7>;k -YVT^k sec-7>;k tert-7*^;k ^> 
25 ^swi^O ^#£?g; U\, 

rr;i/>rr:;vj atl^ #j£f£c 2 _ 6 T;k^;i/ tr-;k ry;i/ 

\ -Y V7"D^r:;K 1 -77— M 2 -7*^~;k 3-7^-;k 2-y^;i/- 
2 -t°d^-;k 1 -y 2 -t"d^-;k 2-^^)1- 1 -7°p^-;i,^ 
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) mtmtb^o 

;vi/^;K 2-^-;k 3-^-;w * 

5 r^^p^^uj him mKCj.,^^P7» ^>^n 
:rnt:;K ->^p^;k $/^d^>^;k S/^n^s/;w ^n^r^k 

rru~;vj fcl/Ttt^ m«C e _ 14 7 , U-;i/ (#J;IJ£> 7x-;k 1-^7 

10 „ 2-7>h'J^I) 

• • i?7i-;M^ 1-: •2-±7^M5 l ;k 2, 2 

-i?7i^MfM > 3-7i-;i'7 , nWK 4-7xr.;i/7f;K 5-7xc 
15 rggyg£;£ tT vvt «fcv\&fb*sfs&j © fg^j -fc life ' 

• (#k ^^l/>^^^^v X^l/VS?*^*)^ X>D, i/7A AD^f. 

20 Jj«*^-2-X^;i/xx=;i4fX ^n>7'>'fb^tiTV>T*><fcV>C 2 _ 6 T;P^-;i/ 
, /Nnywb£tvWTfc£vvC 3 _ 8 ^7n:p;^;k C 6 _ 14 ^U-^ (flk 7 
x-;k l-^-7^;K 2-^-7^;k 2-E7I-UJK 3-t7x-iJJK 
4-e7x-'j;K 2-7>h'JA#X nn^Xb^ftTivcfc J;v^c 1 _ 8 T;^ 
c 1 _ 6 t;v3^^>-*;i/^;i/-c 1 _ 6 t;i/33^^ (#k ^h^ri/^;i/ 

*x l-^7^;b^^> 2-±7f-;v^^K c 7 _ 16 T^;i/^;i/^^> 
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l-j-7f-)Vf-*s 2—t"79-)V?*m). C 7 . ie 77;i/^W (fclfcHs * 

i-i-y?-)iT$;s 2-j-y3-)VTi;m), ^-c,. 6 7m?u 

(flu *>7P^>^;i/7^ a i/pn^wr^JG^v- 
c 6 . 14 7U-^7^; (#k j?7xr:;i/7$;^ *;i/^;k #;w*^a * 

_ 6 t;i/*;v-#;i/#-;i/ (#k 7d^-;w fc^rw^X c 3 _ 

• 7h+^*M-^ c 6 _i47i;-;v-*^-;i/ (#k ^> s ;^;k 1 - 

15 ;i/T-b^7K 3-7i^7d^-^ C 6 r H 7'J-Jl/^i/-*^- ■ 

20 Kaijy>-i-'f;v*M-^ *;wt^>r;w ^;fr#;w\^e 

-f;K ^;-c 1 _ 6 7;^;i/-*ji/a' ; e^^ (flu ^;i/#;w\-^;k 

. 14 7'J- ;u-*;w^-f;i/ (flk 7x^i/*;i//^^;K l-^-7^;b*;wi 
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N c 6 _ 14 ru-;vx;v^^;i/ (flk 7i-m;^-jk l -±7?)W))/*=- 
7;1/7^xm i-^^mitui^^k 2— ^-7^;v7;i/7-Y^;b^X * 

5 ;i/3Ul/7*^A C,.e7;^;hAM-;i/7^ (#k TMz^l/T^A 7D 

10 > i h J'* j^r 5 A 7P #^i/*M-;i/7 5 A 7 

C ^eTJVlrfrDlK-ftT^; ($J> 7^;P7;V*x;i,:P * A 

. x^;u7;^-;uT^y^X .c 6 _ 14 7 , u-;i/x;i/^-;i/7 5 y (ftk 

^;v^^;i/7*^ A 2-^-7^;i/7;i/^-;i/7^ A- i-^-7^;i/7;b^;i/T 

15 *^x c 6 _ 14 7'';wi'-*;i/^-;i/^i> (flk tW*;M-.**\ ■ 

. ;m-*s^X ^v-^fcii^-Ce^^'J-^-M/^M^r^ (M, 7 
x-;i/^;w^^;v^^A ^7^;i/#;w^-Y;v;*-^;>^X -□f-y-f ji-t 

*£7^A 5&lM,l OM^mmMmmM 2-?-x-;k 3-^x~;k 

25 2 -^u^;k 3-^u>7;k 4-t?u^;w 2-^7 u;k 3-*aj;k 4 
-^aj;k 5-*a;;k 8-*7';;k i-wv^yy;K 3—rv^7U 
;k 4— tv^7';;k 5—fv^7U;K i-> r>KU;K 2-> r>h*u;K 

3-^>F'j;k 2-^>7^7^U;K 2-^>7 [b] 3 
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V? [b] 3^-;k 2-^W [b] 7?~)W 3-^W [b] 77-;^) 
(DWBM1fi2mx±. {Ms 2~3{0) #<6£bfc£fc£iW:f6tiSo 

5 #£L<l±lfcV>U3ffltfl/tVvt%«fc<s WftafiR* J 2fliBU:©^ 
36i±|lJ-X{*«^oTV>T*)J:V>o 

MSB ^;^D>f>'fb^^^TV^•r^)J:v^c 1 _ 6 T;^^^;^j tlT^ 
L5ffl % jff£L<ttlfcV>b3«0mjy:/JK : Mfck 7y|, JUft x .3 

10 <f V 7"P tr;K -YVT^W sec-T^W tert-T^k ^>^-;k ^ 

' , 2, 2, 2- h ij7Mni^K ^>^7;i/tnxfJK 7*Dt:;K-3, 3 
, 3-hU7;vtD7"D v 7"p tr;i/, ^^;k 4, 4 ,• 4 - h u . 

15 P^;K tert-T^W- ^>^;k -YV^>tMW 

^^>5=-;K 5, 5, 5-h'J7MP^>^K 6, 6, 6-h 

mm 0^pywb^tlTV^T^)J:v^c 2 _ 6 7';l/^^;^J fcbTfck mttlft 

V<b5ffl* #?£b<&l&OL3»D^P'7 , >M J ? (#k 7'^ jffijft. 

v7d^-;k 2-^>- i->f;K 4-^>^>- i--f ;k 5-"v*«fe> 

^flf^So £#0l!fcLTH:> tT-;K 7"p^-;k 3, 3 

, 3-hU7;i/tD7D^-;K 1 -^;k 4, 4, 4-hU7;i/ 

^P-2-^>- l--f;K 4-^>x>- 1 ->f ;K 5 -"v3Hr>- l->f 

25 ;i/^*s^e>nso 

tufa ^;^D>!7 I >'^b^nTV^T%J:V^C 2 _ 6 T;^^^-;l/j tttii 0>J;1{£1& 
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tttlt ywVl&K 2-73->-l— f;i\ 4, 4, 4-hU7;i/^-D- 
2-7»-l-^;K 4-^>^>- 5, 5, 5-hU7;i/^P- 

5 luiB 0\P>/>lb£ftWT&cfc^C3_ 8 ^7P7;U*;i/j tLXit, MtU£ 
lft^b5& #?£b<&l&Ub3^<D^P>7*>JI^ («k * 
& 3£*SJ) ^t•cv^t'fe<J;v^c 3 _ 8 ^7Dr;l/^;^ (#)> >>7p7pk;i/ 

N >>7P7?-;k 5/^D^>fM ^^DA^i/;K ^P^7^;k ^nt 
«f;Wtf&ft3o afMflfcbTfck ^prnKM ^7P7^;W 
10 ^^D^>f;K i/^?n^>;K ^^D^7f;K S/^nt^^K 4,4- 
•^pd^da^k 2, 2, 3, h5 7;i/^-Di/7D^>^;K .4 

buIB ^7^D>fi>'^b^tl-cy^•t^)J:V^C 1 _ 8 T;l/adp^j fcitl^ tfiRkTlft 
VM^5fe ^tb^ilftl^fflC^P^JiH 1 (0IJ N 7yf|, £S$ S 
15 3>7**j0 *Wb-CV>Tl)^V>C 1 _ 8 T;i/3^iy (#J S hdr^X ^h=^X 7* 
P**X -fV70^v/b^X -fV7*h^X sec-7hJf$/ s ^>^;b 
✓vfr^M-*^) ^#^tf£ti3 0 Htf^bTteU tfij*^ h=^> 
; V7Mv* h*is, h \)y)\,*u* ^h^X 2, 2, 2 - h 7 

MDif^X 7P -YV7P*=¥iA 7h^X 4, 4, 4-hU7 

20 ;i/;TP7h^>s -fV7b.^X sec-7h=^X ^>3SM-*X ^^ft** 

ft^b5tf^ ^b^il&^bSfflOAP-FVlB 1 (#k 7y|fi, JUfc 
25 7Pt;i/f^ -fvrnW^ sec-7^;V^ tert- 

7^;i/^^) ^##tf£ti3o ^ffrfltebTfek s^va-n*?- 
h'J7MD^w^ j.^;^^ ro^f-t, -fv7DW 

3% 7^;i/^ 4,4, 4-biJ7MP^Wts 'v*^ 
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mm?, mmm^mmmm^ft & mkm i x& 2 «> 1 & v 4^©^ p 

10 > -tv^;k sec-7*^;k tert-^f-;w ^>^;w ^=*->;i^\ c 
B . 14 7'j-;i/ (E 7i-;k i-±7^;k 2-^-7^;k 2 -tr^x- u;v 
, 3-K7ziUM • 4-H7x-i;;k 2-7>hu;v^X c,.,?;^- : 

#J£8Btfi3M0>U 2-^^;K 3 -f-x-;i/ v 2-VV?)K 3-VVi?fr 

15 % 4-^y^i\ 2-*yj;K 3-3vu;w 4-*/>j^-5-^ij^- 
•8-3v;;k i-^v^y<;;k 3-^v^>j;k 4-^v#;'j;k 5- 
-fv^yu;K i-^>-.k.ua> 2-w>K';;w 3— f>h*»;;k 2-^w • 
• ^r^u;K [b] -;k 3-^W Cb] fi-*; 2-^> 

V Cb] 77-;K [b] ^V^l^V^b3^@# 

20 tfbMo 

h'J^fVX ^b^^^l/X ^.V^^^l/X 'MrlM^l'X ^7° 
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2>o 

10 nr;i/5b>^We,HSo 

fife^^bxKjRasj © i momm^ 2 moTm&tt* * fct±n«c a 2 

20 fticfciu ^Jxiis 

0, xx. Q. Q .cj. o. 

jr>, 0. -Cl.-o. Q 
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o . O-Cu.-O. Q 

O.o.o 

10 r 2 ffi©^b7jc^*j © rg^j i: tilt luIB rg&»£;ft bWT 4> J:* 

r2iafi©«7j<^j its ®m£±mmm&*. mm^m^m^ir^L4 

m, *?£b<&l&^b3M^bT^T&J:<U U®MW2m&±.<DWi^ & 

15 g^S*^L■rv^-c*» e J;v^2^afi©^b7^Si:UT^^ ^VSTS&^tlT • 
vvt & c j_ , s t;i* v ymu b < o v*x*fi&£ fix ivc 

20 Xl±2ffl* l^b4M©^Djf^£^t?5^bl 4M 23SX&3 
BiS) tt*9ik SftKli (i) 5&V^14I1 ($?£b<i±5ft^b 1 01) 
(ii) 5&VM,1 0M^#^^X(i (iii) 7&l^blOJi 

^^^^fiE^c© lia©?^!^^-?:-?^ liol^if e>n^ 0 
±iBi"5^bi4p ($?£b<i±5&^bi om) (D^wmmi tLX 
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Its M3L\£> ft7*>> [b] ft7i>> [b] 77>, ^> 

X-f ^ 'OXWM ^>Vf7V-;K ^7X^7^77- 

;K ±7h [2, 3-b] Wi>> 77X tTD~;K -f^*V-;k £9 

7-;k bru^x tr^^x ey^7> Ky^x 7>h*-;k •Yv<f> 
ijx 7^yx ±7^u^x +;^'j>s- WJ>, ^>yj N A * 

;ws7-;k i9-*M'JX 7x±7f>y^7, r*y$»> 7i7-y>, 

x7*^7^©3S#i&&fJi3g, Xfcfcift&OJg («F*U<I4#3S) tfifc^b 
10 gftffl (#£b<&lXi±2#!) ©^#^ (fck k«^UT^ 

^vux tr^y;^>> K7 x ;u>, e^yy> N ^^^x ^m'jx- 

15 ?7V7V-JK V?7V-)l%tmtfbMo 

ifti/7D [2. 2. 1] A^^W^tlS, . 

20 . 5^ui4n (#kb<tt5$5v^tioja) ©. {imx\±2m&) mmmrz 

;k 3-tfU^;K 4-ey$?;k 2-*7y;k 3-^7 y;v 

^ 4-^t7U;K 5-^r7U;K 8-dr7';;K 1 — ' (7*7 'J ;k 3— TV* 

7 y ;k 4 — * v ^7 y ;k 5 v #7 y ;k t: ^ s^-;k 2 - £ y 5 
25 . 4~tf'M^-;K 3-kp';;w 2-^^;>j;k 3-t:y^-;K 3 
Hvwy^ 3— i-^>b*y;K 2— f>ny;w 
3— f>b*y;K 2-^>7^7 ? ^y;K 2 -^>7 [b] 3-^> 

7 [b] ^x-;k 2-^.77 [b] 7 7-;K 3-^77 [b] 77-;^0 
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3§mtmmm^ wmz i-^u s?=m 2 - u ^-;k 3 - e d u 

;k 2-^^;>J-;k 4->f s>*V>Jx;w 2-t?^J r u^-;k 3-tf7 

;K l-tf^^-;k 2-^v^-M tM'j;, 

S l^V^L3tI©^v i DM^^tf5X^i6MCD^^S^ s lli3$f^tV^o H 
ftWfctt, 2-f-x~;K 3-^-x-;k 2-tf'J^k 3-^'J$;;k 

2-7>j;k 3-7u;k t^yrjK 2-ku^s?-;w 

10 ;k 3-tU^-;K 3— rv^TVUM 3HV*WJM 1-trn 
'J 2 - bTD 1) *J=.)K 3 - fcTD >J y-jK 2 — f 3: #v u - 4 - - f 

5^;ijx;k 2r.K^;yy=M 3-i£5vnjs>ryw 4-tr^u^-;i/ 
> tr^y^A 2-£<y^;k 4-b^';^ : 1-1^5 

2-^7^-;k waft y a wM'jyWtf&h'fi. 

15 rggy££^LWTfc«^1^j»j © rg&gj hitlis tola r fi« 

■ t<tti*vM/3«*LtvsT'bd;<, ffi&m.ifi2m&±<Dn&> &mtm& 

20 *B0J{3^5^^T^ r T iy;bSj fcbtfck 0g*.ti& : -(C = 0)-R\ -(C 
= 0)-OR\ -(C = 0)-NR 7 R\ -(C = S)-NHR 7 Xfc* -SO,- • 

*bTV^T*«tv^«3RBa& R 8 (i*^^X{±c 1 _. 6 7;i/^;i/a> R 9 ttg&« 
bTi^T * £v^b7jc|iSXfcJ:g&Sa£*r bt v>T 4» <k v^«as*^t-o 
25 ) T^£*i*7$/*Ss$##tf6ftSo 
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7^;k -fv^;K sec-^;K tert-^;K ^>^-;k ^3^>;i/^#W 

%.&Wte&^X, rft$a£^bWT%«fcl^^Sj ^bTfciu (1) ggl 
^£ lX&2MbTVVT&£V^y»MF (2) g&S£WbWT&£^ 

±fB (1) © rai^^ ix(±2«LT^T4)J;v>t^^Sj © rg^j 

tint fli*.fc& a^a^bTVNT%ctv^b7X^ mm&^Lx^x 

, m^.\tc^T)^)^y (w?ux, x^-v^y, fu^y^y ■ 

15 j tbT&s mm rmWi&*%Lx^zb&^$iib7kmmj © rg^sj .^lefti 

©4>©»tf£>*i&o ^ r^^u^v^j t± N £ft£©Si&»T*lft^b5fliI 
. ^ $?£b<&l&tvb3«&£tif#£o ■•■ 

20 ±IB (2) © rfi&a&#bWT&£V^H£T^*j © r^R^ygj 

b 7M^fW7^S^Wf.^ btfciu K-d «; 1 ->f 

25 th*nT-tflf>-l — f;K <i$W»i»-l-'l)W 2, 3-^th'D-l 
H— f S*V-;i/-l->f;w rb7tFo-l (2H) -K'M^K 3, 
(2H) -tf'M^-;K 3, 4-^th'D-l (2H) -tf 
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rmWkM*%LX^X%£^mt7K;&j © r WM&j tLXlts Mx.lt, 
^£^bWTfc«^5&^b7Mi§»l£7^j © r g$iSj fcl^l©* 

5 b^o 

. i m®** v&#-r& 5 & v> b 7 w^gft^RT \jm>wtm t b-ci^ 

-f S*V-;V- 1— f;K 2-Wrh7tFD-l (2H) -eiu^-^ 
„ 2-#*V-3, (2H) -£'M^-;i/> 2-**V-3 

10 , 4-^fcKn-l (2H) -tf>M^-M 2-t^VtD'J^>- 1 — < A 

5»-l-"f;W 2 -*^V-2; 3,4,5,6,7 -^k H;P 7«K>-1- 

M$&m> (2X1*33*5$;) 5fS^b7jc^*^*W5>tl.5o ^(Dmm\tL 
. X, mX\ty^=-)W- 2-k?i-UM:3-K 
7x~U;k 4-t7xrij;K 2 -T> h U;V^©C 6 _ 14 TU-;i/^ £?3;b 

20 <»c 6 . 1 o7'J-;i/^ («fd*K7x-;w i-±7?-;k 2-^-7^;^ ^ 

» * b < i± 5 &^ b i o m) %m®&m& *>«© 1 fflOTkan^sift^TT? 

25 t£l«WW£ftSo 

> ft7i>> [b] f*7xX [b] 75X 

> t7h [2, 3-b] ft7i>, 77X tTD-;K -< 5 *V-;k 
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tru^x v^yy, ku^x -f>b*-;k -fv-f>K 

> N 7^7^x ^7^';^>s *7W;x 
5 ;k >fvfry-^.7i;f7j?x >f v^-tJ-y— ;k 7 5if> N 7i 

ftfl (»tb<ttlXJ±2ffl). ©^#81 (fcU "O-BVflH?) fcfc^bTJ&J** 

10 »ViBWK^*»6ai*tift lXf*2ffl©^7 l DJl : ?*N #?£b<f£l&^b4fi 
£tf5fc^bl 4K («F£b<l*5fcl%bl 0M) © (*SSXI±23S5£).#®fc 

-7>J;K 2-K«jy;K 2-#;iJM 3 — 

;u;k 4-3v;;k 5-=¥/u;k 8-*yy;K i-^v^jj;k-3- 
15 -*v*7V;k 4Wv^>u;k 5— fv^UM tf7^-;w 2-tr»M 

: ;k 3--yv^'t^'u;k a-'f'v^W'i^ i-^>h*>;;k 2 — f > k 
3-^>ku;k 2-^> > /f7*/'j;w 2— [b] 3 

-^W [b] fir;K 2-^W [b] 7v->K 3 -tW [b] 75r 
20 ;i^0»S««*«»3Wtf6>tiSo . . 

rg|feg**bWT*«fci^#B5gj © r gM»j *:bTf£, fulBbfc rg 

tftafc**bTv>-r%<fcv^b***j © rgtfeSj Mii©&©#i&^b5ffl 

* ff*KttlftVM3iW6W, g«©«^2fflW±©®^ #g& 
25 fcfBHBfcfe^Tx rgt^s^bTV^^ckV^SySIS^j © r S&Sj £bT 

i±x g«i»*^bTv^*iv^b**a6x itaa6*wbtv^t*j:v^aa 
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c,_ 6 7;i/3Jei/-3!3;i/^-;i/-c 1 _ 6 r;n3^^ (f!l> xf^>*M 
x i-±7^;i/^-^>> 2-^73=-,m-*^X c 7 _ 18 T^*;i/2Me>> ( 

10 WT^^C^T;!/^:?^ Cj. 14 7'J-;W (#k 7i^l/f^ 1 

15 xx\;vx;i/tf;-;w i-^-75 L ;i/^^r:;K 2 -±7^;i/7;v*-;i^X c 6 
. -;k 2-±7f-;vx;i/7-f-;i/^), c 1 _ 6 7';i/^;i/^;i/^;v7'^7 ^ 

ktk; (#k 7 jlx.;i/x;v*-;kp^ a 2-±73 1 ;i/7;b*x;i,:p* a l 
20 -t7f;i/^;i/*x^7V^X c 1 _ 6 7;wi/-*;i'5i«-;i/^*/ (#k 7*-fe 

tf-*^ (#k p< h=¥^*;V^x;i/^-#>> s xh^^^;^x;v^X 7p*°* 
ijij, 7i-;w;w^^f;^^x ^7^;v#;w^;i/:fr*>>^x -37- y 
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•oi/tf-*^ x;i/*> 7;i/77 : e^;K ^i^M 

fc&£4a£©g«#2«± (R 2~3ffl) 3WBf^tfc«feif3WI*W r 6n* 

o 

10 *©#W£>*l3o 

<(±l^b3MbWT<fc4<s iMtf2iWom #«&2K±ffl! 

t bTfciu «IAK^Mft6 &^ b 1 4#©#^3Z.M^r#^ ( 

2xtt33Bso ^fMibkii^^i^ii^o *<Djwmb\,T* m«7- 

20 7'j-;Wf W^H7x^;k 1-^-7^;k 2-*7?7i^> 8F*b< 147.x 

25 * b < (4 i b 3fiieft$^So e«©«# 2«w±®»^ ^-s&a 

*»Wfc*v^> ^g|g|^^b•rv^•r i fe<J;v^2ffi©iITO-^b7Jc^«J © r 2 
i^l/X VV*?-ls>, ^h^^^-l/X ^>^^^l/X 
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T)W-vym (MiLi£V-u>, 7*n^-i/>, 2-7^- 

(it'-VX rnK-UX l-^-VX 2-7f-VX 

5 i-^>^-i/x 2-^>^i/>> 3-^>f--v>^s) m&mfzhs n 

r20©flTOb7K^aj © rgj&^j £bT&, iiuIBbfc rgj£S£>&bT 
.... s/^D*^^;i/4?) ■tg5#*?iUA\o . 

' • 5$ ( 2 Xi± 3 ^S^WfltS^aW & *is » * ©H'ttfll i: b t\ «* 
Ii7i-;K i-^-7^;k 2-±7^-;k 2-Di-ij;k 3-tT7x-y 

20- M 4-K7zr.ij;K 2-T>hU;V^©C e _ l4 T!J-;V^ $f^t<liC e 

rmZ&titikM&j © r Htfc»j iiltlt fulBbfc rg$&a£*bWtfc 
25 jit £ft£©S&&££^T l&V^b5^ #£b<&l&^b3i@g|&£*i 

o 
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0 O 0 . 0 



0 O 

N . M 




N 



N 



io 



0 o 

N ' N 



/> 



15 tf»«"C»*o 
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t> Y> \°> x o x e» 

Si i N i N N i N 




5 ©«fc5fc^^£*ifc&a##§:bv^ 

BI&TZmZtiZ r «^J tt% N\ X\ X 2 , X^JWMK^Tf*!**^ *. 

fc£2ft #£b<l±l&^L4fa©M^*£&5fc^Ll 4j| ($?g;L<&5& 
IM.1 OH) © (#^XI±2«K;) £«^§«e^«&£#^tf&*i5o A 
f*»fcJ± N 4-tfU^;K 2-3VU;k 3-* 

yy;w 4-^yj;K 5-3v;;k 8-3v;;k ihv#>"J^ 3- 
15 4v*;u;k 4-' rv3vu;k 5— rv^yj;K ^^^-;k 2-kus. 
s^-m 4-tiu^-;w 3-^du;k 2->f$^;u;K 3-if'j^- 

u ;k 3 - ' f > h* y jvmwm-f 6 fru &*>t- * 4 - 1: u y fc i± 4 - tr >m 

. r^mm^mm&j © rwmmj turn ^-z-w-r 3 ca«t> 
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bWT % «fcv^fls*lSS*fcttSJfeS*W btwr fe «fcv>«j)S3g&&*-r] T* 

5?-c 1 _ 6 t^* < H/-*;ww;k ^^-X{±^-c 6 _ 14 tu-;v- 
x;v*-;k c 1 _ 6 t;i/^;ux;1'7^-;k c 6 . 14 t'J-;w;^-;k -c e _i 

;wve-y/m-*S/ % ^n^v^kt^X fMy£&#LWT<& «fc^5fcV<>b7 

• •tlx ^«-Z-W-R 3 X^£ft£S#$?£bV\> ' 

20 £bV\> • ■ 

5ffls #£b<i£l&^b3{H;prbTlve&cl;<U HIW2flfiU:0^ 

tv-m\j&® (i) f±> r«ja6ft*-ra"aaa0!ras!afcj ©ft^ 

©flk BuSBA^©s«l*i:bT^bfe^Dy>m^ C^T^U 
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c 7 _ 16 T5;vdr;i/^s>s *;i/ft:/K ^nyxb^ti-avrfccfc^ 
c 1 _ 6 t;v^;i/^^ Ce-n^'J-;^ c 7 . 16 77;vw^ 

- # ;w vE'f ;m-=^>> • ^ j % tc\£*J - c e _ x 4 7* >; - * ;w *e <f ;v 

15 ffr&ft ( I ) mU ±m<D$M (WO 0 1/9 1 74 9) KflattOftHMfeltt 
• WK) fcl/ttt< -JUfcWfcttx ^m«OT®fls*» (I'X (I")> (la) ~ 

( i ') (Dmmithx, ih&m (ia) [ (ra'y^da^w 

(la"') &^tf], (lb), (IcX (Id), (IiX (I J'X (Ik) *5«fc 
20 TMIL) £<fctMI") tfWS.tlSo 

ftl^tJ ( I ") ©*? *.LV^fl3^*fc LXlts ( I e) [ ( I e ')> ( I e 

") (Ie"')'*^ (If) [ (If ') &StSls (Ig)[(Ig' 

) (ih) [ dh') *mtwe»nso 

fb^tt (I) fcl/Tfck ftfcfb£«!> ( I j )> (Ik), (IL) #$y£U\> 

25 cnft^(i') 
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X 1 ^±(Dg^*tfc(i7J<:^M^^^b-cv^•t i fe«J;v^^jl^ ©^StU^ ® 

x^twmm&fc&Tkmm^z^Lx^xb&^&imm^ (mmm*, ® 
m,nm?%tciz®MWiM£tzte7mM?*%Lx^xb&^mmmi L *, 

(1) x i &Mm**tzimmm?<DW&, x 2 imWk&&tzi*7mm*z%L ... 
• lo; x^x%^mmm^x^x 3 immm^Xs -wttgmmtt* • ■•■ 

( 2 ) x ^Bma^fc^^^^^t-^^M^^^x 3 ^^^©^ 
s xHm&&stzte7mmtt%Lx^x%&v^mm : ?x\ w&mmmtt- 

(4) X 1 /bsg«^fci±7Jc^il^^tTV^•t^, t kV^^®HF-t:^X 2 tf^ 

(5) x'&wm^tcfommttmLx^xb^fcmm^xfr^xt&mm 
M^owrn, N i £tz&x 2 (Db'%t>ii>-i5i±mmm?, 

20 mmitsmuttts 

( 6 ) X 1 & £ t>*X 2 #WftS* fctt**JS^ L WT <tV^^J^ : ?"T?^'0 

(7) x i &&vx z &mwi&£tz&7mm¥*%Lx^xb£\,^mM : ?x*fr-o 

25 A|l±? 6 izg^S^f L WT * J: < s 



54 



WO 02/062792 



PCT/JP02/00828 



zitrn^, — nr 4 — (Rn±*mm?&tzi±wt&&*%Lx^x%&^ffl\j 
5 7mm^t\ Mmm^tzimfaztix^xb^mnrntts 

r 2 lx wt & ^%mtm*s 

r 3 imm&nm vx^x & J:v^wis^fe(«s^ ut^x & ^ 
^urns^-To} ■e^^n^'fb-^tj «au ±m®xm (woo 1/9 1 7 4 

10 9) i3|B«CD<b^3WOo 
C2^b-^l(Ia) 

■ • 

,,(.la>. . 

15 c^*> xNicDK*^ (mnm*%tzi±®wm&£tzte7mm?*mLx 
^x&x^mmmtts 
A*m&$t>izm.Wk&*%Lx^xt)£<, 

20 z a »*s#^ — nr 4 *— w*\±imm*&tz\tn%k&*mLx^x<b^ 
m&m&zmt), wmm^&tzimfcn tit & ^mMm?*, 

W a &Ji£i^ £ tz \±mm&m LX Wt J; l> 2 jffi©jSSHb7.k5SS^ 

25 R 2& \mWk&*%Lx^x%z.^mm&*, 
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**sas**vr«o T-st^ft^bi^ «au ±iao*itt (woo 1/9 1 7 4 

9) (cia®©^^r%»Oo 

C3: K&m (i j ) 

5 N-*#^l«fli**i"tv^fe^5S 




10 Y a ' 

Z a, iijfeg^ — NR 4a ' — (R 4a> HakJWR^*fctt«ftat**b'rv^* 

w a ' fci±g«&>& bt wt & j;^ 2 fifi©^b7jc^*> 

R la ' ttzKJWK^ «j^**tTV^'fe«kv>|lt'(b**a!k-1WSU6*^b-cv> 

R 2a ' {ismS^bTV^*«kv^#i^a^ 

R 3 a ' ttgl«£* bT Wt % <k^JSMb**»S; fctiSSl**^ bT V>T <fe «k 
20 N-#^> Wb£ftT^TfcJ:l^ 
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5 W a " ttli^**fctt«jaft*b'tv>T*J:v^2tt©l»Mb*3iai*v- 

T*«fcv^^S> Bma^bTV^•r i fe«^;v^T^yatfe}iT^^S^ 
R 2a " ttS&ai&WbTivTfc £V^#«^ 

R 3 a " bT Wt 4) ct l\Rfl53fdK&g; fcttfi&S**! b 4) «t 

C5) ftl^3 (I 5 ) 
15 .... 




Z a '"i±«#3s — NR 4a '" — (R 4a '" J4zK*JR?*&{±Wjy6%*bTV> 

R la "' fcfofcfftM^ ^^^fg^^t^v^lfeS^WbTVNT'fe.kv^ 
flak*** «m*^bTV^T*<tV^S^^^> Wfta6**rbWCfc«fc 
25 ^7^itfcl±7^;i/S^ 
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R 2a "' tt«tt**U^t« J^#«K*^ 

R 6a '" tt*«JS?> S«**WbTV>T*^V^zk«a6*fcttfiHfta6*^l/ 

±ib m^mmm.mmA^^^mmm^mLxux%^mh^m&j i± 

t>titz5te\^i Am'o^mwffifrb&MGimo&^ttffi^xx&z 1m 
<Dgm&m?t>tiZo ■■■■ 

, ^7x>, ^>>/ [b] ^>v* [b] ?7X ^y-z^xw 

12, 3-b] W7i>, 75 x tra— ;k -f^v*-;k /k t: 

^>wjx *;ww— /i/ 

% ^-AM'JX 7it>hU^X T^'J^X 7xt^X 
25 C63fl5^*(Ib) 
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5 

Z b f±*S£^ — NR 4b — (R 4b ^i7J<^JS^*fci±g8^a«bTV^t4)■3;^/^ 

W b J±j§#£ * ft b T V vt % «fc V > 2 fffiOjfcftafcJRS&N 

R lb ^7jc^M^ E«&WbTlvT*<kV^fh**^ IMfcSfe^rbWT 

R 2b (±E^a^WbTV^T4)J;v^#^a^ ■ 

R 3b ttg^^'*bTV^i^V^b7K^tfe{iS^**bTyN-C'fe«fcV^ 

15 V^T*«kW«B*31iafc*N 

R lb i;R eb (iSV^^3^bT^?fMb , r4)J;vO -C^fiSfli^feo 
5$4\ R lb ^R 6b ^SVMciSg^bT^1-§^i:bT{i, JRlRJS^^fcffl* 

20 mtmttZfrbM&Mite^hsmn^Tvmtt^A,-? 
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C7DflS^»(Ic) 




15 _ 

Z°i±5&&^ — NR 40 — (R 4o ^±7K^M?^fc^±g^^b•tV^T4)c^:V^. 

R 2o im&M*%Lx^x<b&^mmm, 

R 6 0 tt7k«JK^ g^**^ bT Wt & «kv^b**ak g&*£* bWT 
TSt£*i&<b<&%o 
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C8}fli£» (Id) 




Z d (i|§^ — NR 4d — (R' ,d (i7J<^M^tfeM^a^U-CV^T%J;V^ 

&&^m.mm&. mWk£*%Lx^xb&^T$;&£tzi±yi><jim*s 
R 2d imwi&*%lx^xb£\<^mmg:Zs 
15 R ad \±mM&*% lx^x & ^mb7km&£tcizwm&*m lx^x % 

C9Hb^(l") 



20 
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x 2 \±®mWiM&tz\±7mmtt%\;X^x%^mm^ <mmm^ ® 
5 x 3 licD&aurp * tz tewsmmtt* u 

(1) X^SSR^tfcttSKStJS^O^ X 2 iiB«^fe{i7jc^M^**b • 

( 2 ) X 1 fc tt**»FM-r § SS^JR^tf fro X 3 jPtfaWFOflte 
x X 2 (iSMtfe{i7^J!i^*^U•tv^T4)J;v^^ig^T^ NMiSSUES^fe 

10 , 

(3) X^.fcVX^aaWS^©*^ X 2 (ig^^fe(i7^M^^LTVA 

• • xbwmm^Xs n 1 !****?** • .. • 

(4) X 1 ^gmatfc{±7j<:^il^^bTVNT%«tV^ii^T*froX 2 fr^ • 
15 (5) X^g^atfei^Jc^^^tTVAT^iV^^-efroX 3 ^^ ■■ 

■ (6) X 1 ^J;tFX 2 ««Sfct±7J<«^WbTV^T^ckV^mli^T»fr■Q 

x 3 frj^jRjK^©*^, n 1 tz&TjcMm? %mmm=f- ^ 
20 (7) x i #£wx i ifiw^&tzitfrmmttGLx^xb^$mm¥xtf>'D 

am&z \zw$m*m lx^x % <k < > 

25 ^ 

R 2 b-C I vt $> «t l^SjfcS^ 

R 3 bT WC * £ l^fb*«££ £liB&»£*f bt Wt % «fc V> 
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(su ±Moxm (w ooi/9i749) \ztm<DK&®\m<) 



10 X e &(DmfSJS3% ©EJtJI^t fcl±®BSQE* fcT*#JWR? S-W bT * 

r 2 e \±mmz% lx wc % <t v^sjjy^ 

R 3 e JiS^a^^ I/O vc % «k V ^flttk*£$ fettB^S^ W bT WT «fc V > 

20 R 4e \±ymmi i $.t£\zmm&*%LT^x%^m&m&*™t 0 ) xm.% 

Mfo&m (fiU ±I3©» (WOO 1/9 1 7 4 9) tl3®©ft^5»< 

)• 

CI ID (Ie 5 ) 



5 C103fl3^» (Ie) 
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5- 



R 



R' 



N 



(Ie 5 ) 



5 , 

C12D<b^J (Ie' 5 )' 
15 N-**^1*fci*;tvtVvc*«fc^i 
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R 2e " \mwiM*%\sX^xb&\,^mi&*, 

R 3 e " \mWi&*% bT Wt % £ V\RflS7jcSt2S* fcfcfcgtftS**! bT V vt £ 

5 R 4e " i±**li^*fci±W«y6*Wb , r^'t*«kv^b****N 

CI 3)M (I e'") 

10 




. W e "' ttil6^*fcli*«ia»**bTV>T*«kv>2lifioKnaKjR**< 
15 R le "'{i7K^M-?> ^RISa^W*«ftV>«»**bTV^«J;v^ 

g«^*^b"cv^*>«fcv>5Sfs»as««0^ mtm^^xux^x 

R 3e "' * b wt £ lyRffizKJtifi* fciig&g£* bt i >T & J; 

20 v\*B(GK&&, 

R 5e '" tt*JWK^ S^^Wbt^T*«J:v^b7XlR*tfc{igma^b 

±13 m%mimmmM*^£ft^nw&*%Lx^xb^m4h7km&j » 
25 s g&s# m^tmmm&j *$&&^zt*m^x, mm mmm^L 
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±IB rBi«ft*bTt^*J:v^SJ«Hiei*j © rg&Sj atii, m 
IB riBfta6^bTV%"C*«tV>«3R3Saij © rg&Sj fcB*©*»©*^fcf6H 

10 s W7xX [b] f^7iX [b] ^>X-f 

~;k ^>xt#y-;K ^w^-tV-^k ^>x-rv^ry-;K t7h 

[2, 3-b] ft7xX 77X trn-;K -f S*V-;iv tr^V-M tT 

>;^>> tr^x trus^x >fv>f>K-;w i 

H--f>#v-;w 7>jx 4h-*;'J^> ^fv^ux =*vu>> 
15 ^-7^';^x ^tVJx ^w;>„ 

jV3~T"J~M 7i;W>, 'fVtW-M 77lf>> 7x7^rty 

Ci 4^ (if) 

20 N-*^3/Mb*fLTV^*iV>5* 



25 Y f &(Dg&*£ tz \Z&mmtt M bt WC cfc^DiJWK-y & tz 
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W*fcttt£*f: tettfStftS*^ bT vat & <£va 2 flfi0^b7K*S^ 



R^ttzK^JS^x W»ft#bTVvcfcj;v\Rfl3**ak g&*£#bTVAT 
5 R zf fcm&*£#bTVAT$£VA^«&S£x 

R 3 f (±gtft*££ bT V a T 4) «fc l\ttfb**** fc \$m®gk*M bT VaT fe £ Va 

R 4f ttzKlRJK^SfciiStSiS*^ bT vat iVA^Jc^S^^-To: T-3l£ 
tvS-fb-^tio 
10 C15}fli6to (Ig) 

N-#^>Nb£*VTVATfcJ;VA5£ 

o 



15 C^tfx A s ^tt£ bT VaT %«fc<> 

Y e l±0)M^a^fc(±7K^M^^^U.TV>T%J;VA^M^tfc{i(i)^JIT • 

£x 

R 1 *!***]^ bT VAT *iV^bzK**s S^**#bTVAT 

m&£t%vx^x§&^75.;m&ii\±7i/)i&*, 

20 R 2s &g&S£WbTVAT&J:VA^@j^£, 

R 3g {i®ma^^ bT vat % <tv>^bzK^«fciiBM^% bT vat d;v> 

R 4g &7j<fflM^i;fc&gglS£* bTVAT4> «fc V^fl3**atftw"r«D Ti§£ 
25 C16^b^»(Ih) 




A, 
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I *-R ,h 



(Ih) 



5 CS^K A h m±$Z>fcWWi&*%LX^T%&<, 
15 CI 7^ ft&fy (I i) 



20 X 1 M^^^fc{±^b^tl , rV^T*J:V^«M : ?%^ 

Z'i±^3s -NR 4i - (R 4i ^±7J<^^^fe{i»a*^bTV^T^) < tV^ 
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R^tticjWK^ WyfifcflbWTfeJiitfWb*^ WttMbWT 
r 2 1 aa«y£ft* bTivt % £ v> t: u ^;i/££feii*Hte£*# b wt * £u 

5 ^§fi^««£x 

R 3 1 JiWft£&# bT WT 4) <fcV>|ft'fbzK*a6* tz\±UWi&*% bT £^ 

10 bV^o 

k rs&S&WbTivtfc.U^^Sj fcbTHfc«F*b<tt> -(C. 
= 0)-R\ -(C = 0)-OR\ -(C = 0)-NR 7 R\ -(G-S)-NHR 

• 7 xi±-so 2 -r 9 - #B3^{iHu!a^l^*^^i-)'-e^^ttST^;i/^ 

lXli2MbTV>T*)iV^^y*-rfeSo ftfc«Fi;b<yu a : -(C = 0) 
15 — R 7 Xfcfc -(C = 0)-NR 7 R 8 (st^K =&IB^±talBfc[5l^^^-r) T?£ 

20 6>?tfc£*i3gJ&a£ l b 5 ffl* ltwc & J;v\C 6 . , a t y 

& rn»iai*WbTV^-cfe«kv>7;i/+;i/3£j i: bTSfi: b < fcfc> fljtK^py 
;Utf - £> m& tl & 1 ft V ^ b 3 fflO g& $ flT V *T *> «fc V ^ C , _ 6 7 

bv^ 

&#T**n R^fcbTWu (i) C,. 6 7;^;H (#k *^;k x^;k 7 
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Dt?;k 7*fr1zZ<DC l -t7fr*fr&&Z)* (ii) C x - 9 7fr*n&1r (M. 
^^T^^T^)J;v^c 6 _ 14 r';-;^* (R 7z-;PS&ir) s&fct (iii) 5£-(c 

5 =0)-R 7i CS^x R'Mi^C^em^l/S (flk ^^M^OCi-aTM 

tasw^ aws^sifflteRs?* s>»fcms i xt* 2 s©^ d jg^£ 1 & 

v> b 4 ffl*tr 5 & v> b 1 4 M ©$f£Jga (0>J> k U s^asfc ^o&ffcJSCTOflfc 



10 5J&!VNb6H©1ill*«ia£«cir) T^ftST^* lX&2MbW 

•.ir.;i/atfciig^*^*bTV^*iV^^U^l/a^0ii'r*$>So ••• • 
■ ••• £ (I i) R 21 fcbTtt> (1) fiSlS*^rb-cv>-c*«kvvc e _ 1 i7' r J- ' 
. (2) figia*WbTVAT*)J;i^i^-?Wl3^iI^v HEMS?- 

15 Mfll^iP^I^S lXJ±2a©^-rnJgHp* lfcV>b4ffl#tf5fc^b 

20 StfiSRJS^fr^aKilS lXtt2ffl©^P]|i^&l&V>L4ffl^tt5fc^b • 

fc^b6M©#®fca*3«£fc£) &£##£b<s ftfcWftSfcWb-Ovtfc 
25 s£ (I i) 4\ R 3i i:bTtts gmSfcWbT^Tfc J^C 6 _ 14 :P';-;i^; 
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c 3 . 8 ^o riwmte b < x ® l * b < tt 2 ffi© c ! _ 6 tvwi/ 

3fflOAP-y>Jg^ N C 1 _6T;l/^;l/tS^^tlTV^T i fe<fcV^C3_ e e/^^T;l/ 

*;HS (flk ^n7DK^ $/^d^>^-;k ^p^=^>;i>&£) 

10 o Mfc»*b<tt«£ll®^ (S) 7?*5o 

S (Ii) Z^bTfck KJKJR^ ^3ftTVvt*,fc^«JWF> 

-NR jl -w. R 4i &iiui3ti^ii£*vr) *&3fts*&-£##*b<, 

15 m^s S, S0 2 , NH, ^ (CB 3 ) ^tm^h<mzo^tzi±iiEifitmx. 
. (ii) fk w^ltliv^ c 1 _ 3 t;i/W (flk ■ 

W^bTiis -CH 2 - - (CH a ) 2-s - (C 

H 2 ) a-, -CO-, -CH 2 CO-, - (CH a ) a CO- -CH (CH 3 ) 

25 -ft&fim^ti, miz, -ch 2 - -co- -ch 2 co-&£# 
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5 ^ (I i) £LTf±> #I;L«5£ 



10 -j^X^©^* 5 *? £ U>« 

-fbHrtl (I i) tbT(±, #l;tfc£> &© (A) —(E) IZTjklrfo&toteZtiW 

<j;^c e _ 14 7";^;i/a> R 3i *s»a*wbT^T% i^Ce-!^';-^ 

&S<bi^J (I i)o 

(b) r 11 ^ (i) c^-sTiwm Ws *?»s x^;i/> rn^K 
20 fc^oCj.^i/^i/Sfc^X 

(ii) C^eT^^W (0!k M-frJ-XteZ), C 1 . fl 7;v^v^M^ ( 

25 (iii) 5$-(C = 0)-R 61 ' CS+x R 61 ' ii^C^eT^^S (fck p^l/fc 
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^DjS^£l&^b4#^t?5&^bl 4M©^^» tf'J^;i/S&£ 

©ftjWR^^tiaui^ «itJKratffl««w a 1 &^ 1 2 ^© 

£lfc^b4M£tf5^bl 4M©^#i^R3S£ tT'jy;i/3^ 

b 2 ffl©^ n«*fe*& 5 &Vn b 6 R©7?M&&3£S& if) CV-'a ^> 

20 mm?£tc.\±c ^eTri^m) -tmznz^ mmm^s so 2N n 

H, N (CH 3 ) ; 

^bT^T&^Ci-gTVl/^l/VS C ^jT^V * 

^T*&£<b-£tf (I i) 0 
25 (C) R li ^-(c=o)-R 5i " cs;^ R 6i " {i®c 6 _ 14 TU-;va («k 

SHift* lX(i2ffi©^xnM? : & lJ&^b4#£&5&V^b 1 4H©%%%£ 
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lift* 1 b 2 I©Af PlH^^t? 5 ftlVb 6 H CD^^S^ if) fc^f} 

(^Js Scfc&cVe^i'P^ (flu T*fi 

R 3i #C 6 _ 14 TU-;i^ (flJ> 7x^a, ^MTO^^Jl^- 
^M^WmmH^S^tlS lX(i2®©^Dj^^ l&^b4ffl^t? 

5 b 1 4 m<D^mtmmM& (#k v u y^as* ^mw^is 

Z^O, NHSfeliS ; • • 

w 1 ^^*fc{±^-^^v«bTv^•r*)J:v^c 1 _ 6 r;vJ^^>•a mi^ 

15 • • VfcW bTI^T* iV^^X x^l/>&£©C I _ 3 T,Mrl/>S)-e;&£'fb 
^(Ii)o' 

(D) WOO 0/6 4 8 9 4©«fl]l~7 9 T-M^tlSfbl^o- 
CE) WO 0 0/6 4 8 9 4T?Sm£ft£J^TF©ll$^ 

20 T-)-fr-i-4 m tk> (mmm^^m 1 )> 

N- [4-[2-^>\/^;i/T^y-4- (4-^ b^->7i^) -i,3-^T^-;v-5-^;i/ 
] -2- e u ^;n^>X7 ^ h* (HJteflHbilrtJ 2 X 

N- [4- (4-* Y^>7^)l) -5- [2-[ (3-^U^;V*;^-^T^^) ]-4-tfU 

-i,3-^TV-;i/-2-^;i/] ^=3^>t^ b* (USSflHbi^j 3 \ 

25 N- [4- [2-T3.y-4- (4-^ h*is7^-ft) -l,3-^T^-;i/-5->f ^] -2-K'J 
N- [4- [2-7^^-4- (3,5-^^f-;i/7i-;U) -l,3-^T^-;i/-5-^ ;v] -2- If 
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N- [4- [2-7^7-4- (3,5-^^fJb7iz;i/) -1,3-f 7^-^-5-^ -2-bT 

u * > imtm&to 6 )> 

N- [4- [2-7$ 7-4- (3,5-^^f;V7i-;V) -i.s-^-tV-^-b-'T -2-t: 
5 N- [4- [2-7^7-4- (3,5-^^^1/7 x^;i/) -1,3-tf 7^-;V-5-f;i/J -2-t 

y sw] ^>$?;i/7 3. >:3ffl»« (f»Hbi§* 8 )» 

(F) n- [5- (2-^>v^;i/7 3- y-4-try^;i/) -4- (3,5-^^f;v7z-;i/) -1,3- 

n- [5- (2-^>y;v7^7-4-eys?;i/) -4- (a.s-^^^^x^) -i,3-?-7>/- 
10 ;i/-2-f;v] 7-fe b7$ Y (^IMb-S^l OK 

N- [4- [4- (4-7 h^r>>7i-Jl/) -l-**nr-\,Z-*-7V—M-4 fr] -2-KU^;U] 
^>X7$ H (SUts«Kb-&* 1 3K 

N- [4- [2- (4-7WD7x^) -4- (3-^^7i^V) '-l,3- 1 ^ L rV--;U i 5-W A- 

15 n- [4- [2-xf;H- (3-^7x-^ -i,3-*-r\/— /w-5-f/i/] -2-tru^;i>] 7 
x^;i/7-t2 h7S H (gSMWfr&fJ 15-2), 
. n- [4- [4- (3-^.^i/7x-;i/) '2-7 , atf;i/-i,3^7^-;v-5-w;H -z-MVPM 
7x-m b7$ K (l^feMb^l 1 5 - 3 )> 

n- [4- [2- WW- (3-^^7x^) -i,3-^T^-;v-5-^;i/] -2-tru^;v] 7 
20 x^;i/7-fe b 7 5. Y (SSflfiflMb^ 15-4K 

N- [4- [4- (3-^^7x^v) -2- (4-^f;i/f*7x^) -l,a-^T7-^-8-^ 

] -2- If U 5W] 7 x-;i/T-b b 7 % Y 1 5 - 6 X 

N- [4- [2-x^;v-4- (3-^fJl/7xz;i/) -l,3~=f-7\/-;i/-5-4 JU] -2-tTU^] "< 

>tc7 ^ y mwm-m 1 6 - 1 \ 

25 N- [4- [2-^;i/-4- (3-^JI/7x-;i/) -l,3-^TV^-^-5-f >V] -3- 
7x^7PW>7^ H (»Wb^t/l 6-2)* 
N- [4- [2-^;i/-4- (3-^^7x^;i/) -i,3-^T^-;v-5-f;i/] »2-Kysw] -3- 

(4-7 h^r'>7x-Jl/) 7D Y.^y7 X Y (HJSWb^tl 1 6 - 3 X 
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N- [4- [2-x^;i/-4- (3-^^7x^) -l,3-^Ty-;V-5-T;V] -2-£D^;i/] -4- 
7 i^jV^iVT ^ H (HSfeflKb^ 16-5), 

N- [4- [4- (3-^f;V7i-;V) -2-713 Vfr-l^-f-T'J-fr-S-l ))/} -2-t:'J^;v] 

^ f mm&m&m 1 6 - 7 ), 

5 n- [4- [4- (3^wi/7i-jv) -2-7 , a^;i/-i,3-^T7-;v-5-w;i'] -2-eus?;v] - 

3-7x^7D^>7U* (HJteWbl^Jl 6-8), 

n- [4- [2-7>;i/-4- (3-^f;v7x-^) -i,3-^r 4 /-;i/-5--f -2-ir y ^ 
>XT ^ K (*JI&0Wb£*l 16-9), 

n- [4- [2-^;v-4- (3-^f;v7x-;i/) -i,3-^t^-;i/-5-^;v] -2-uu^;H -3- 
10 7 x^7d tr^->T ^ K (HiteWb^J 16^10), 

N- [4- [2- (4-7MD7xr;i/) -4- (3-^;i/7 xri;i/) -.IJ-f-TV-JV-S-J ;i/ 
] ^>X75 H (»M1 6 - 1 IX 

• N- [4- [2- (4-7;Vtn7xr;i/) -4- (3-*^;i/7 x -;]/) -l,3-^T^-;i/-5-^ ;i/ • 
] -2-£l> *J)V\ -3-7x^l/7D ^ K (HfiteMfb-S^ 16-12), 
15 N- [4- [4- (3-^;i/7xci;i/) -2- (4-^f;i/ft7xr;i/) -l,3-^T 4 /-;i/-5-^^ 

] -2-trU^;H ^>X7^ H (flSfeWb-grtJl 6-15), : 
•- N- [4- [4- (3-/fJV7x-;i/). -2- (4-i^t7x_jV) -l,-3-^T\/^;i/-5-^ » 
] -2-^U^;v] -3-7xz;v7D^>7? k (fUSWb-&% 16-16), 
n-^>^;v-n- [4- [2-x5 L ;v-4- (3-^?;i/7x-;i/) -1,3-^-77— ^-B-i ^3 -2-t: 

20 i;^]75>(WWIft**ll9-2)x 

N- [4- [2-x^;b-4- (3-^f;v7x-;i/) -1,3-^-77— ;v-5--f ^3 -2-tf'JS?;v] -n- 

(2-7 x^HW) T ^ > (HflBWb^ft 19-3), 
N- [4- [2-x^;i/-4- (3-^f^7x^) -1,3-^ 7^-^-5-^ -2-lfU^] -N- 

(3-7x-;i/7dwv) (HJteMb-^l 9-4), 
25 N-^>y;i/-N- [4- [4- (3-^f;v7x-;i/) -2-7*0 tf;i/-i,3-^7\;-;v-5->f;i/] -2- 
eu^v] rs> (gOIRWb&ttl 9-5), 

N- [4- [4- (3-^fjl/7x^V) -2-7De;W,3-^7V^-;i/-5--Ol/] -Z-e'JJW] - 
N- (2-7xzjto^) T ^ > (gSSK0!Hb£#J 19-6), 
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n- (3-7i-;i/7P t:;i/) 7^ > (ggttftHb&tti 19-7), 

N-^>$>;m- [4- [2-7*?-;i/-4- (3-^;i/7:n^;i/) -i,3-^T^-;v-5-f;v] -2-t 

y s?^] r ^ y ($mmit&® i9-8), 

5 n- [4- [2-7>;v-4- (3-^f;i/7i-;i') -i,3-f-T^-;v-5-f;v] -z-Kysw] -n- 
(2- -7 x-;i/x^;i/) t ^ y (XffiftHbM 19-9), 
n- [4- [2-7*^;i/-4- (3-^^7i=^) -l, 3-5^7 ^-;i/-5-^;v] -2-tu^;i/] -N- 

(3-7x^7DW) (£%0Hb£ttl 9- 1 0), 

N-^>$?;i/-N- [4- [4- (3-^f;i/7i-;i/) -2- (4^fJ^*7i-Jl/) -1, 3-^-7^ 

10 -;i/-5--f ;v] -2- k y s> ;v] 7 3. > ($f(E0!!ft2£fe 19-17), 

N- [4- [4- (3-^f^7zz;V) -2- (4-^5 L ;^2f7x^;i/) -1,3-f 7^-;H^;i/ 

. ] -2- e y -n- (2-7 x=/i>x*-/i/) 7 ^ > (USSMb-S* 19-18),.. 

N- [4- [4- (3-^^7i^l/) -2- (4-^f;W7zi;V) ~UZ-=f-7")-)V-$-4 A 

] -2-t: y -H- (3-7 i^7d k;i/) t 3 > (fU&0!Hb-&$j 19-19), 

15 N- [4- [4- (3-^f;i/7i^V) -2- (4-^5 L ;b7,;i/4-v-;i/7xr.;i/) -l-,3-^T^-;i/- 

' 5-f;v] -2-ty^>] s<yxrx Y (HSi6Wb^i2 0), ■ 

N- [4- [4- (3^f;i/7i^V) -2- (4-^f;W;i/*-Jl/7i-jV) -i,3-^rV-;i/- 
5-W -2-t y j>M 7 x-)l/7-b> jp S F (»$Hh-atJ 2 1-1), 
n- [4- [4- (3-^ji/7xz;v) -2- (4-^^;i/7;i/4n-;i/7x-;v) -i,3-^T^-;i/- 
20 5-f -2- k y -3-7 x-;i/7 , D >r 5. Y (£ttiftHb£tt 21-2), 

N-^>^;i/-N- [4- [4- (3-^f;i/7x^i/) -2- (4-^f;«;i/*^7xz;i/) -1,3- 

f-y ^-;i/-5-f -2- k y s?;v] 7 ^ > 21-5), 

N- [4- [4- (3-^f;V7x^l/) -2- (4-^5 L ;i/7,;i/*->»V7 x^jl/) -i,3-^7^~;v- 
5-01/] -2-ty^;i/] -N- (3-7x^;i/7nt:;i/) T3> (HJBWKh^B 2 1 - 6 ), 
25 N- [4- [4- (3-^;i/7x-;i/) -2- (4-^;i/7,;i/tf-;V7x^;i/) -l,2-^T^-)V- 

5--f;iO -2-try^;i/] -n- (2-7x-jvxfjv) (UttftKb&ft 2 5 - l), 

N- (4-7;i/^-D^>^;i/) -N- [4- [4- (3-^;V7x^) -2- (4-^^;i/7;i/*n;i/ 

7x^;v) -i,3-^7y-;i/-5--f;v] -2-t:y^;v] (&Jte0Mb-&*0 2 5-2) 

77 



WO 02/062792 



PCT/JP02/00828 



C18)tt&® (I J) 




(I j) 



CS+x W J HU IBft*ft#UTV>T*J;v\2|lliOttfl37lc*a6^ 
R 1 J fcbKfNfC^ B&S£ W bT WT * «fcl\8Mb**i!k bTlvt 

8 nt»£&;£bTl^*«^7$y>a£j fcUIK»Sl<.tt> aSl : -<C 
= 0)-R\ -(C = 0)-OR\ -(C = 0)-NR 7 R\ -(C = S)-NHR 

20 lXtt2ttfrbTlvtfc£lv^;»T&So MIKI^ 5£:-<C = 0) 

78 



WO 02/062792 



PCT/JP02/00828 



m& bmZtlZ 1 & V> b 3 moW&M-ZWMZ ftT V^T * £ V^ C j _ 8 7i^;i/S 

(#k >Wk x5=-;k t°d t?;K >fV7*Dt;K >fv^;w sec-:/ 

c^T^^Wtb^o 

£^bTVvT*>c);M5&^bl 0I#MWSS («x tfDU^-M § 

*vu;w tf^^';^;K ^^ n /u;k ^u^-;k if^^-;k ^;i/*y 
;k ^«;^u;k y***\/y;K .t^^r^'j^ v-TtrrW^ b 

fcfrTffe, R ,j fcUfc (i) 7^ 2k (ii) 5S-(C = 0)-R 7J 

15 1 & V > b 4 fl^tp 5 & V ^ b 1 4 j| ®ttJ&l£ (#k tr U £©$i?iJI? fit 

7VS> (iii) C,_ e 7/P*/I* ($f£b<fciu pWK x^;k 7nm 
^©c 1 _ 3 T;i/dr;i/S)> (iv) Cj_ e r;i/^ (ifSK^ 
20 7-nt:;i/^^©c 1 _3 7';i/^;i/) &£Tg&£ftTivrfcJ;^5&^b 1 o-n# 

(»*b<tt, (flu 4-w)P-m) &£© 

25 ;i/n^>> (fck b*^) b<> Wfc^Dy>S? (R JgJHB? 

x y^mm^m), c,. 6 7;i/^i/a(^b<it ^^;k rnww 
-Y V7"oK;P56cir©Ci_aT;mp;uafc) tf^b^o 
R 3J tbT&> (i) C,.,?^^ (ii) AD^Vlf (#)> tt*JK?> 



79 



WO 02/062792 



PCT/JP02/00828 



)V& (Wk i/Vu^y?-)^ i/9u^*i/)\/t£¥)^ (iii) ao^>S? 
U-;i/3S 7xn;i/S^^) N (iv) JWV^Wfr (#U ttBWK 

nu^mmnm^^mtM ixi^ioatdi^^ i&^b4»^t? 5 

10 &^L6S0«0RJSS (#k f-x-;i/S^^*) ^Mb<\ J&^-C* (i) 

(ii) Cg-B^i'nTMM ^d^>^;k S/^pa^^J! 
£), (iii) C e .ii7'J-;i^ (flk 7ir;i/S^ir)' (iv) iiaWK^UWR:* 

15 4ffl*tt5ftVMy6H0»*«'(«k fxr;H«t^). &£##£bV>o 

. £?£b<, &j&*T»*»&^ - (CH 2 ) n- (n=l.-3©«tt*.w.f)> - ( 
CH 2 ) nCO- (n=0~3©»£^lT) &£##?3;b<> Wfc:Sr#f> - 

co- -ch 2 co- -ch (ch 3 ) -&£##arc&*«; 

20 « 1 *5ctt>** 2 fc**##0Wb£» 32-4.5 * «fc V 62-74 

CI 9: <bl^ (Ik) 



WO 02/062792 



PCT/JP02/00828 




(Ik) 



= 0)-R\ -(C = 0)-OR\ -(C = 0)-NR 7 R\ -(C = S)-NHR 
-R 7 #f3^&fuS3Mlc|g£^-r) -C«*n*7^*lXtt2«* 

20 ;^^;^fr£>?l(£ft3 l&V^3{®©S&»T'g&£ftTV^&<fc^C 1 _ 6 T 

ft if© C ! _ 3 TJl^m^V}^ b^o 

R lk hLTi£s (i) 7US> (ii) 5£-(C = 0)-R 7k 

81 



WO 02/062792 



PCT/JP02/00828 



1 3&v> u 4 ffl^tf 5 u 1 4 M(Dmmm& (m, v u ^;i/at«c £©k*r™ 

ST^a&fcti (iii) Ci-e^l/^l/S W£L<&, >Wk x^;k 7p 

R tk i:bTfck' a (#k ttSSWS^s 3«7igfc£X C t 

_ 6 t;i/^;pS ($ftt<{±. **;k x^;k 7 , De;i/&£©c x _ 3 7VV*;V'S 

10 ), Cj.eT^dr^ ($j N *b*i/tjiZ) ftMK, fttAP^llF? ( 

'V#*b<kk &f!tfm c a _ 8 r;i/*;i/S (*?*b<ii, *3\>k 

x?-;k rn^i/^iroCi-s^^S) tf^tbu, 

15 ) T*S&£ftWT&<^C 3 _ 8 */#P7;i/*,« ->7p^.>^;k ->7 

p ^;i>& ^) g c e . , 4 > u -^s w. 7 x n;m«t ^) & b 

if) bV\, 
Wfcx m:fe«kim2fc^f##Wb-£^3 2-l> 32-2s 3 3, 4 2 N 
20 4 3 , 6 2~6 9-3/7 4##5gT-&So 
C2 0: (IL) 



82 



WO 02/062792 



PCT/JP02/00828 




© rgj&Sj £|i3$©fc©#fflv^ti£o ... 
R iL Xm$ti%^.Wi&£LXl±s tuiBbfc rg^tiTV^T*)J;v>^b7k^a 
10 j © rg^j £ii$|©&©#/8i^tiSo • ; 

R iL hL-c(±s mm&*%Lx\^b£^T))/*)mmm?%L<< 

t: ;k v 7n £© c j _ 3 £ b v> 0 

^^^•©c^gT;^;!/*) wil^o 

83 



WO 02/062792 



PCT/JP02/00828 



tffcU *1*J;IF*2 fc^-T##0!Kb£tf3 5, 37-1, 3 7-2, 37- 
5 3, 3 7-4, 3 7-5, 4 0-1, 4 0-2, 6 8- 1~6 8- 1 0#i?Src? 



C2 2: ft^t) (In) 



C^*, Z n ii?^^, -NR 4n — (R 4n (±7X^il?, g&*£WLWTfc«fcl> 



C2 n fti^tJ (Im) 





20 



WO 02/062792 



PCT/JP02/00828 



R* n i±wWk&*%Lx^xb£^%mm&z, 
5 ±iafls£» (if), (isK (ih) ©-5^ Y&mm=?x$>%%&m a 

-fb^^j (I) ©fcfcl/rfck ^J^.«^S^ tv^e-^a^ WMSfc©i£ 

o &mi&<DV}MftmtLXl l ±, mZlti-bVO^ *U^A^©r;i/*U^ 
10 ; £;i^>£ AJ& Aft, ^'J »>AW©T;i/5b U±^#®^ ; T 

^y— >^x^y— ;i/T^>> M/i^;-^75^ ^^n^wi' 
T^>\ y^^n^df^r^'^ N, N'-K/^WV>^^I!: ! 

15' ©^$#3£i?£ft£o:$#®fc©ft©#^^ m&m . 

Lxits w^mHv h :, j7wnm yp/ms 7?;^ 

> vi/^f^ ^x>i, rm^m, U>=n*% **>x;i/*>B^ ^ ' 

20 T^y^i;©m©«fjS^Ji:bT{i> ^Jx.1^t;v=¥-V> U^X ^-^^ 

25 U±«^Rifi (#k *;i/S">AttU Y^i/^A^ ^U^AJ^I) ^©«i& 

85 



WO 02/062792 



PCT/JP02/00828 



(I) fctt d'X da) [ (la 5 ), (la") *«tV (I 

a"') £<£t?], (lb), (IcX (Id), (Ie), (If) C (If) 
5 , (Ig) [ (Ig 5 ) &HPtf], (Ih) [ (Ih') (Ii), (I j)> ( 

Ik), (ID, (Im), (In) H^Wh-mritTfi-t (fiU ±IB©^ (WO 

oi/9i 7 4 9) \ztm<D^^m\m<). 

^mmoih^ (I) ^Jx.«, B3»#-f ^\/-;v£T?&*fls£*M±WO 
9 8/5 6 7 8 8, WO 9 9/1 1 3 0, WO 9 9/1 1 3 1, WO 9 9/6 1 
10 4 3 7, WOO 0/2 6 2 0 9, WO 00/6 3 2 0 4&££f3f&©£i£i;fcf£ 

&WO0 0/6 3 2 0 4 & $.tzB 1%tf?-TV-)m-C$>&4h&mZ ! ftm$&6 
0-5 8 9 8 l^$g, ^HB§6 1- 1 0 5 8 0^£38, q$IB¥5 - 7 0 4 4 6 
^¥7-5 0 3 0 2 3-^M, DE-A-3 6 0 1 4 1 1, WO 9 3 
15 /1 5 0 7 1, WO-Q 0/6 48 9 4^ir^fB«©^^fc{i j eti{;ipCfe^ 
*lfciD#£*iSo Bi^K7y-W$.%M(iWO 9 8/5 2 

, 9 4 0, WO 0 0/3 1:0 6 3, WO 9 9/3 9 . 1 1 6 &raa«0#&£, £ 

tzBm&jv**vv^m^&%ib<&®mm2 o 00-8665 7^-&$a, 

BW^P-^T'^S^tKiWO 9 7/5 8 7 7, WO 9 9/4 3 6 8 OlZ 

#^©ff^b£-f> (Im) ( (In), (If ), (Ig'), (Ih'), 
i$t>\m-V<Dib-&m do), (Ip) £^t?) ^fc{±^o^©^^J^T« 

lb#t&J ( I m) (i, ±IB<b^ . ( I ) O^MV^ fcfi^tUcip 
25 TiBO&JfoiSl, 2*5 £T>*3T'^£ft££& 

XI± ; en{3ipl:fe^^lcJ:D#e.n§o <b-&$) (Im) ©§^&£^ 

lb£tl (Im) *feli^©^(i, 
ft 

86 



WO 02/062792 



PCT/JP02/00828 




1.0 , <b-£rt/ (VII) *^m<DZt^ X*nZft%4b^&tzl±*<DMb&RBZ*£ 
5*+©*b^fci:&&^j$bTv>3^fc^ WfcUT«N"mWf&&» : (l- 

15 ) 0ttfcH«©*©$##fcffen*.-3;fc, 4b^(II)s (III). (IV)v (X) v (X 
I), (XVK (XVlK(XVIII)&tf(XIX)t±> r^3M^tlTV^i)^t(±l15|Mp c 5^.© . 

SJiS^l 

20 



WO 02/062792 



PCT/JP02/00828 




(ixj ( lQ ) 



Bu : ZT^fU 
Hal : J\n?> 

m), (3)N-C 6 . 10 7'J-;V-N-C 1 . 8 m;V757 ($k N-7ir;V- 
N-pWl^y^X (4)C 6 . 10 7'J-;VM (Xtt) C^aTWCWI* 

TS^yy>- 1— fii/^ (5)n-c 1 _ 6 7;wi/-n-Ci_ 6 7';i/3#^t^ 
10 y (n-p< h^^>-N-^^;vT^y^) $ N (6)bh*n*>x {7)Wf>m? 

c 6 _io7U-;i/x;b^-;^^^x (io)^py>fb£ftT^T*«kv»Ci_ 6 7;i' 

88 



WO 02/062792 PCT/JP02/00828 

(0!U **>x;i/*x;k x*>x;b*x;K h'J7Mo^^ 
b3WtTV^T^)J:v^c e _ 1 o7 , U-;^x;^*:-;^^|-^^' (#k 7i-;w;v* 

10 ^a^^^tTV^T*)<J:V^C 6 _ 1 oTU~;^^;^^r.;^j fcl/tfck 

;i/7N;i/Ji>-;^) ^ttmfbn, mfomtLxit, ^>-e>;ui/*x;K m-x 

-^^-t-7*^©^a:(^ (id l^i/rau mo. 8&^b 
mmjk^ «to o * v> bftj i o o °c, t b < \m o &^ b$j 6 o 8 ct-& 

<bi^3 (V) i± N fb£4& (III) *«S^bfc^ <b<6«i (IV) *mi$t% 

30 &»©&ffififciu (III) l*;i/fc*ru $0. 8&^US)5^;k » 

89 



WO 02/062792 



PCT/JP02/00828 



£b<TO2&^b#j2. 

b u^ats. h\ asm v7'Dbr;i/T^ b\ ij^^a^^^^^^^ 
Msit mnm- i 8 x^m 6 o °a »tu< to- 7 8 u$ 2 0 

10 ^VNb^j3B$P^feSo 

iburt/ (vi) it, (v). ^ADy>Mx^s^p^>«T-w-rs • 

m t^/np^>«j tbtfciu *<b« (II)> mm (ID *0yvny> 
, <bWW£*i5o 

<b-£rtl (VI) ^ Hal{±^ im, §km, 3e7»Apy>§^to 

20 ^av^xit&m^vvynQmmmZs ih^m (v) i^;w;:*ru #j 

1 ft^ b$J 5 $?f; b < TO 1 &l> biffo 2 • 
Slcfffilll ftiM&j (V) i^;v«u ^I^IDIO^K *?£b 
< TO 1 U$ 3 ^e;i/T*& 5o 

25 «>A^©^®7jcm«^ h 'J^A, mM* U £A, £»feS">A, 

?mi- h u ^a, ma* h g ^A^offi^ttffi^ fr*t»m<Dyi* 
MT^yn, b'JxwrA hurp^;vT^x h'jwr^ 

^'J>, N-^^;i/tf^U^X N-^WD'^^ N-^^V^l/^DV 

90 



WO 02/062792 



PCT/JP02/00828 



BLfoumt, m- 2 o &v> us i 5 o °a $ b < \±m o & ^ b$j i o o °ct- 
£»&£«© * su & a iM*ffl®*& bt &©£ffcfcfl§i> s c * -e s a 
ik&to (viii) fti-&4» (vi) bit&ta (vn) fc-&#&-rs£fcfcJ:t>» 

A\j-&® (VII) 4>ttftft& <b^tJ (VI) l^t:»U-JBO. 5fcl^U&3 
&«©<&B*tts (VI) l^MiftU *91&V>U&3 O^W 

^#$^>iu h'Ji^7^X hU7-Dtr;i/T^x hU^^T^X 

y >^©n 3 1st 5. >mwmf 6 na o 

30 ;i/gu ^h';;^Xii^ti^-®j^±©?g^ti^fflv^^tis 0 

91 



WO 02/062792 



PCT/JP02/00828 



fcfoumt, w-5&v>bW2 o o°a sftix&^s&^usi 5 o°c-?<g> 

J.'^MIt iim^5^VM^i^7 2 Ms $?£b< WO. 5&l>bW3 

ffr&ft (IX) fck ffr&to (VIII) *»XI±J!fiS*fflv^JUifilSI'rSii:t:J;D 

Kfttfffl*©ttffl»4x ft£4& (VIII) l^;W3*ru **ve*ittO. l&v> 
10 1^)5 0^ #?f;b<&Wl&^bW2 O^T'&So 

15 >>A^©^7km«^ mm±hot?As ^mtv^mommmm, ±v. ■ 

U^A^h^r^Ks ^ U^A^b^K * U £A tert-^ m<D&M 

xwtmti&m-s mmm^m. ^u^i/^mamm, ■ 

Rjmmiz, mnmiofrte^Lfasomm, m&L<\±®3 o#fci>bwi 
. 2 i^HiTf »So s^asE»*N Mm o &^ bw 2 o o °c N $? & b < \±m 2 0 • 

25 bWl 2 0°CT-&3o 

do) i± % <b#« (ix) tfo&to (x) h^mgt'ctD^a©#a™ 

<b-»(XVHI)©^fflSli N flj-&$> (XVII) l^l/fc^U WO. .8&^U& 
5^K #£b<fcfcttlfcV^U&3^;i/*T?*ao 

30 ma©MS{i, K&m (xvii) it^t^u wo. l&i^uas^w » 

92 



WO 02/062792 



PCT/JP02/00828 



&L<\±®0. 8&IMJ&2. 5^;i/T*&£o 

, **ft*y^A*©T;v*y^«2ic*^^ ^hy^AT^K, y^A$> 

10 U^A;* h^> h\ * h U t> Ax h**/ h\ * y £ A tert-7 b*:> Ym®-&M 
15 V^tlSo 

OTSlix 8&\^Lttl 0 0°C\ #£b<i±$J-7 8&V>W$J7 

. . 0°C-£&£o KJ&R#IHfcl:> M$)5#&^b$j2 4B#I«U L < Ji#J 0 . 5 & 
IM4&2 0WrBBTf**o 

&jfo£2 

25 



WO 02/062792 



PCT/JP02/00828 




1) i£S 




2) R 2 C0L 1 (IV) 



(XI) 



(XII) 




Hal 
(XIII) 



RiCSNH 2 (VII) 




! />-R 



R-W-ZH 
(XV) R 3/W>. 




L 1 , L 3 :M£ 



Hal : i\u?> 



(IP) 



fl3«&4fo (xii) \*. (XI) ^is-cffilbfc^ ib&to (iv) fcH-^-r 
b<lilfol&VNb$)l. 2^;VTfeSo 

fijftffiftfck mWm- 7 8 &l> blfo 6 0 °C, b < ttft- 7 8 fcV'* Uft 2 0 
U83l$igT?*&o 

is s>?>v^^±J(ai[^i:b•t^):©«^cffiv^5^i:*)'c•t§ 

^5 7>f-«0^*l^®K:J:D«»fc«ll!i«cfc* J 'CS*o 



WO 02/062792 



PCT/JP02/00828 



(XIII) ft> ih&m (XII) *Apy>^xii^SAD^WbtiT« 

5 m r^^D^>«j ^lt&s nft$a (UK m<tm (ID 

fcts {b-£rti (XIII) *k Hal i± N mm. 3^m^o^n^>^^1" 

o 

AD>T>mX{±#MAD^>«©^ffl*(i> it<&® (XIII) l^fc»U 

10 m&^USS^M #£b<TOl&^U$2^;i^&3o 

«©^fflfi{is -fl3^» (xii) iwi^u tti&vM/fli o*;k 0* 

L<ttJKJl«tVM/3|fil3 J E;VT?*So * ■ 

.N-^^^njx N-^f-;utf^U^x N-^WOU^A -N — 

mmmts Rmpmft?&m<®&mfezh-&^ifi, mm, x-^i^,.^ 

25 KJfcfiftfclu fa- 2 Oft^bmi 5 0 8 C N #£b<TOOft^b#Jl 0 0°C^ 

95 



WO 02/062792 



PCT/JP02/00828 



'tt&m (xiv) i±, (xiii) (vii) t%m&tz>ztiz£t)m 
<b^3 (vii) ommmtes (xiii) u/n:»u mo. 5&v>urj 
5 Jgao&fflfifck (xiii) i*/nc*tu wiJftv^ujwao^w 

b < t±ift 1 &V> bW 1 0 ^l/T&So 

U>^©£3«7SV»t$;Wtf&*l&o 

. . ■ SJ^MKttx #J-5fcV>bi&2 0 0°C N b < fci:$J.5 1 5 0°CT2fe 

So KJ&l$IStt> aHMS5^^b»7 2Bm SFilb<&$J0.5l$fafcV>b 

20 £j^&R*6ift©i;iu $>i)V^(iffi»i:bT^oSJ^&(3fflv^s^^:^)T•^s 
<b£rtJ dp) fls£» (xiv) £<b&to{m*te&tzzb£.£*}&t>i\z 

o 

<b^(xv)©Mg^ fls<&4& (xiv) i^;i/fc*ru *aifci>b*n o o^e 

mwmi- h u £ As ffl^ h >j £ A$©jfi2£tt*ffl& t: *?■$;>*?© 
30 3§mw$>M. h'jxw^x Fij7"D^?rA >u^;i/7^x 

96 



WO 02/062792 



PCT/JP02/00828 



0 >^©fg 3 ^ >m> Tkmibj- h U As TK^-fb* U £ A^©7;i/# 'J £JS 

Kmum±s 5 \,m 2 0 0 °c N u < \m 5 &^ t$j 1 2 0 °ct»& 

• ft 3 OftlBrefcSo 
15 3; 3; v &ZMmm®tLX&<DE.J&lZH^%Z 

jsLf&aS; 3 • 

2)R 2 C0L 1 (IV) R 1 N R 

(XXI) 



MV 

Hal 
(XXII) 

20 



(XX) 



R 3.W. z ^ r ^ c 



RiCSNH 2 (VII) 



R 3 ^Z A N 




R 

(Iq) 



Hal : Mny> 
L 1 



97 



WO 02/062792 



PCT/JP02/00828 



tt&m (xxi) fo&m (xx) ^istiiifc^ ft-&D uv) ^is^r-r 
&»©&/BSi±s fb#» (xx) i^;i/fc*tu $jo. 8fcv>U93^;k »* 

10 SiBfiSIt a»»-7 8ftVM/»6 0U b < fc&Rj- 7 8 &l> b$j2 0 
-CT'fe-So SJSKfKBIx Mft$5#&^bil&2 $f * b < 0 . 5 fc^ 

b$3B»C&«5o ■ . 

. 15 • ^77^ -mofrM^mz «fc i? g^assf a c ^ & s «, 

(nil) {is ft&m (XXI) ^Any^iXt^lAn^WbWI 

20 ft r^oyyttj tu^ $um {IDs.WM (II)'*©.APy> 
t^T, fb#% (HID *s Hal B\ 3^^©/NP^>*^-r 

o 

/\v?>mx&&m^ri>f>4m<z)mm&s ih&m (no l^tutu- 

25 #&lfc^US)5*;i/s b< t±<ft 1 ^b3(S2 ; E;Vtf*So 

. 8te6©ffifli«±s (xxi) l^vfcttU $jl&^b$ji 0^;w m& 
b < \Zffi 1 bifft 3 ^;i/T*fe5c 
^ r^Sj £ bt tt, fclAfc&kRfc:*- h U * As Tki^b* 'J £ A, 7X^b U ^ 

<?As ymihw^hmo&mymfcmm, timi-bv*&> mg&vt^ & 

30 KHz £ As ^^tJ<^^ h >; -7 As B®i- b V tf hm^W&m., t: V 'J >s 

98 



WO 02/062792 PCT/JP02/00828 

^-ww-'jx N-**7nr-*y$»> N-^^vtrny^x n- 

10 £jft££fc*N |5|-2 0^H?I15 0U * b < fi^J 0 &^U$ 1 0 0°CT* 
• ••' fcSo.RJSRPMttN M1tJi$l5#&V^$J2 4^W>.Sf*b<tt^l 0#&^b$ 

ft^t) (Iq) ftHrti (XXII) Hb^rt) (VII) t*m&?ZZbiz&\)n 
mSfc«tD«S©?lFSTt:TfT'5o.. ■ '. 

fls#» (vii) ®ffiB«B\ ib-&® (nn) l^i/Cjtfu #jo. 5fci/>b® 
20 . mmammm&s it&va (xxm l^Miatu $ji&^u$3oaE;K 

b < TO 1 &l> bW 1 0 W~C tb % o 

h'Jif-mX hUT-O^l/T^X hU^;i/T^>, 
>j 3 my 3. >SK**qWf 6 ft 3 o 

99 



WO 02/062792 



PCT/JP02/00828 



Btjimmts m- 5 ^ 2 0 0 e c, n * t < j±^j 5 &^usj 1 5 0 o ct*& 




R 1 -C0NH 2 ** R 1 CSMH 2 

(XIX) P 4 S io o r (VII) 

Lawessonlct^ 



(XVII) tt, it-m (XVI) tSR 10 HT^tiST^>^ (#J;U^ 1 
-:rn£;i/T^> N i-7f;v?^^ ^du^x tr^U^X v^Vi/s 

^b^j (xvii) r 8 i±> %mimfc7m&&te±7)in*isZ7*? 0 m r 
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m r r$>Mj ih^m (xvn l^Mznu mi.otz^hms 

Btmim.it, m- 5 &^ u*j 2 0 0 °a b < \±m 5 u$ 1 2 0 °ct-& 
10 outnre&^o 

7 -f -<¥©»Ji^Sfc «fc D MfcWKf § d £ #T- § & o 
-fb^ (vii) fcfc N 'fli<&4fo (xvn) *»3ittia^*fflv.>-cin2k^jK-rsc:i:t: 

15 ^mtzMo 

mRvi&&<D&mm±, <t&® (xvm l^ncwu zMtimo. law- 

L® 5 0 =EM b < TO 1 &^ b^ 2 0 ^ ;i/T-&3<> 

U«7A* ^-hU^Axh3pi/h\ *U»>A tert-T'h^-^h*^©^ 

25 asa^fflv^fetiSo 

-^;i/»> »WUaWb#Jl«k HieifeKfls**^ Any>M<b*«JR> 7;i/ 
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hmi 2 o°c-e&So 
5 <b^» (vii) j± n Asa* (xviii) &aa£0#ais 

• ^b*3R©ffifflStt>-fls-&% (XVIII) l^fcWU wi^twao^ 

&S©ffifl3fifciu *b£-$i (XVIII) l^;ufc*ru #91. 0&VM,Jft3 0^;k 
10 Sftt<l±»l. OfcV^U&l O^VCftSo 

t^u^>> n-^^kd";s;> n N-^;i/^;!/*i)>^©fg3®^>3S 

15 ft<5o 

20 fcfij&fck ftffiXttj&nJETTffrfetiSo EJ&fififck 3i?»#J-2 0fcWL$j8 
0°C, jfSKIi^l 0&VM,*&3 O'CT&So ®f£$>5#ft^ 

25 ^77^ -$©fl*l*g!tc J; D M fc»«f * £ ii^tllio 

Sfes <b«&« (VII) fck, fls«&« (XVIII) «©#£Tn y^'J>K-0, 

WJvt-o,o-yi^©fl!fflitt> -fb^-t/ (xviii) um:^u &j 
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0. 9&VnUSJ2^;1/1!&So 

M®&mA\±, ft&to (xvin) l^t^fu «3.ofcnu&3o^;w n 

& b < TO 3 . o hm 1 0 ^;i/T»&6o 
10 EJS&Mftfck MTO 0 56fcV> b$J 8 0 °C> b < TO 0 &V> b$J 3 0 °CT&£ 

c £«f^&s mnm 5 #&vn Lm 1 2 » * u < to 0 . 5 mm&^ 

3 owtw, 

15 777 4-!$®ftm^mz&\)&w,\zmk?%zk:'&'z*%o 

(VII) 14; *b£%(XIX) *3M4hV>Xlttt-Vl> (Lawesson)'tS$l 

35L»flsV>Xt±D-VVftaoffiffl«H:s <b^tl (XIX) l*;i/fc:3*bTv $> ' 
0. 5&V>bJK?l O^M #ilb<TO0. 5&^U$3^;i/T?&3o 

s«p^{±> am 1 o#&v> us 5 0 urn b < to 3 0 ftta^ 1 2 

25 mmH&Zo SJfeSfittx S#ifoOfc^U&l 5 0°C, «b<TO2 Ofc^b 
Mti (VII) (±S«ot*s $>i,v>M»i:bT^©M^Mv>^ii: 
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ih-^m (Im) tk R 1 * s S^S ; £*UTV>T*> t fcV^^;i/T^>'T" 
5 &Sft£*fcfc> WJfBfS 2 -^T^-^TS. >£7$/;Wb#J£:£s 8r3£ «fc Dft 

£>*lSo 

15 ;\£Vi»%1tmft>Mo' 

-So 

SiSSSI^- 2 0 &^ b^J 1 5 OU Sf * b < itffi 0 &^ L^J 1 0 0°C7:$> 
So SJ<&^ii3l^5^VNbi^2 4Rm ]fr$.L<\mi 0#&l>b#>5l$ 
25 BTt'&So 

£fiR*Jfcfc£j&Sft0 * 3U & S V>fcfcffi»«l bT&OKJi&fcfli^ 3 C i: % T* t S 
-*|©?3«M££ <fc b -fS c S So 

30 affi-c«iat"scifct:«tD^e>fiSo 
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10 m- 2 0 °C&^ 1 3 0 °C, £ b < 0 °C&VN U$ 1 0 0 

°c-?&s 0 &««s mnmsfrt^vmi 2mm« &£L<\mo. smm 

. fal^MzttU $0. 8^VAb^Jl 0^;K ' W&L<\±mi. 0&^b$j3-. 
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*;ju£a (Oso 4 x WfotyyxT-y (fck wo 3 ^X ffc* 1 ;^ (#9 

. MoOa^X =BMb-fel/> (Se0 2 ), BMh^PA Cr0 3 ^) 

5 &&&& BLjfo&mft^zmbnimMznte^bK mztts ^oyvMfis* 

SraSi^ JKl-2 0°C&^U&1 3 0°C N #f£ b < tti^O °C&IM,JKJ 1 0 0 

&v^t#9i 2i^Bg-e**o 

15 fli-^ ( I m) #S K^t$.S^l3tt^/iB-r5^;W7 Ktt&W ' 

20 «fflEK*ys.^ **»3**i»ww'&*i*o 

25 M<&mm^bti%o 

Rfoumt, m-2 ov&^Lmi 3o°c, #£b<TOo°c&^bmoo 
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o^e;i/t$>§o 

10 U$0. 1&^U$3 0^;K $?£b<t±$jQ. 8 &VNb$j5^;i/-e&£ 0 

15 aw$>*i3o 

■ (OsQ 4 ), BWb*^*^ (flu wo 3 ^)> mh^^y m 

s MoO a «K -KrtHzl/> (Se0 2 K Mlb^PA («; Cr0 3 ^) 

25 SMjStts m- 2 0 °C&^ U$ 1 3 0 °Cs $f * b < TO 0 °C&^ Lift 1 0 0 

biftl 2fflt$«o 
£$tl»£«© * 8U *5 ^tt«flK*5 bt fcffl ^ 3 £ T* § § 

107 



WO 02/062792 



PCT/JP02/00828 



«fc^c i. 6 m;v- * (0a*fc£* r-fe^/w 7PKt=^ 
io xh*j/*M=^|i), 7i-;vt^r^*;i'» c 7 _ 10 T^;i/*;i/;t^> 

3^*<f) s Cj-.^^l/-*^*^ (0!l*.fck 7-tz^W 

15 o 

• ^^;i/^)> 7x£jK'hUf)K syy;i/^#fflv^tv3o £ti£©ggiS£:b 

20 .er;!/^-*;^-;!/ (0fl*tt> r-fe^M t°p^-;k t^*;^-;!/ 
- hn, d-e^M^l/ (W|jt«, tert-:/f-;i^X C 6 

_ 10 t>j-;v 7i^;k ^7f-;l#) Wfflv^av ttSt&Dftttl 

&^b3f@lT'&3o 

bi«P*s/o«Ki!tJ:bTHu mfcs^ft^tta^fctfbWT&^C!. 

25 a 7)]/*)l (Mz.\£s x^;K 7*Pt:;K •fVT'PfcVk tert- 

^ 6 T)V^-;i-ti)^-)V wmx, 7-fe^;k t°d tr^;i/^X 7i-;m 
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Ms 3*3Wf)s C,.,7^ (fcia.HU x^-;k tert-^f-^), C 

Mfcffiil^tK risMbEU&s 7)1 

I) S d £&X Ztib ©fiffcfcfe JfH^b^M 1 4> 

154 1 9 7 7^ (2b#ajJK) ^fcfBtt©#&#^£ft£o 

1513 r^p^^-fb^^K^j.^UT^ fclitfcJU -^dd^*x ^dd* 
20 lufB rnjBjfc&flaK*£j fcLTfcfc, m«s ^X :>*n^ 

Hula tLx\±,mm, h;kx>> ^>i/> 

huIB r «7^>ij iitt^ ku^>s *yy>» 

25 *i*o - 

luSB KWj fcLTfck 0!l*.fciU N,N-^f;WA75 h\ N, N — 
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luiB r- h y t Ltfciu #J;tf£s T-fe b - h y ;k h y 

5 ^»^So 

huSB rx^x^j tbtlt 0fl*f& W^^;K BB&WW mWtT^JV 

10 m«^fs^fc*)Tt^o <p<bt^&ns*»«i©ft^«i (i) i±> 
-* m«N <6*x-«n&s «»ttk Ms mate* mmsks twh??? 

*fes *m&<t&%) (i) ^^t^ts^cit ifo^ 
iy^©fc«t d sfo&xmmzfrMtzz t&x%z> 0 . ■ ■ 

20 *fSW©^b-&* (I) fck 7K»Xtt#7klPt)T'$)oTfe«tV^o 

*JBW©fl5^* (I) fcfcf^ftTC* (#U 3 H, 14 C, 35 S^) efXMmtiX 

*»W©<b-&% ( I ) © 7*o K 5 y ^fck £&F*l fcfeW-S^syfef^TTfSf*^ 

25 tg, JfJttc^lWftjBi LX4h&to (I) KgfbfS'fb'&tU W®^ic<fci)«# 
tt^b^» (I) fc^b-ra<b-&ti£v^o (I) ©7Df7 
-^tlTlt 4b-» (I) <D7$;mifiT*/M& 7;i/*;Wb> ^8Mb3*x 
fcfbi^J (#k <bHr% (I) ©T^^adsx-fn^^Mbs 77-;H^ ^> 
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jbs tfMP-o^^>pWWbs tert-^;Wb^tife<b-&t/^) ;<b^3 (I 
) ©7k^a#^>;Wbs 7)V*Mb, QA,M<hs Uomib$htc<h-&W (flu it 
i^ji ( I ) ©Tk^A^-fe^Mbs >V\>K hJMbs ?V)-\;4Mb, hvsp^r 

Mh^Htzit^m) Mb-^i (I) ©#;i/#*^;i/S#x;*7VWk Kfls 
ztitzih&to (Ms Ib-^ti (I) ©#;v#*^;i/S#x^;i/x;wwk 7i- 
^x^;Wb> *;^^^^^;i/xx^;Hb> i?^^7^^^x^fMb 

10 ;Wbs 7^';^;i/x^^;Hbx (5-^^-2-^^rV-l, 

^Mb, H-fb^tifc^fb^i^) ;3ftWJ6*iSo £ft£©<b<£r$ifcJ: .-. 

. ^^©^fcioTft-^ (.1) *»6»Ji«ii:* J, T?**o 

. jb^ft (I) ©7-p K9s^tt, JS/IWJS1.9 9 0*FRI r^Hsa.©H^ 
15 j fg 7 ^PRW 1 6 3 Rfr & 1 9 8 Jt £iB«£ *XT V>* «k o 1l£fflte&tti\Z 

I) fc^b-f ^©T-fe^TfcJ^o 

tt, Mtifec-Jun NM^-- tf (JNK) ffll^^ 
20 KH«WfcL"C*fflTfft.*. 

*^0J©<b^rti^*tT^§^0^©B^is matter (mi& v>>x N 

^ax^-, e7t>-^ tys\ th^) fc» 

bt> infcJNKiiffffl^u (en) 

S fc «K J N K M»^ii-$> c-Jun ffig&ftk #1 £ liM^ ttttB* jfc J$ 
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— mmm&tzit (fcctoo &sm&>( hX'om.wtm tmt^ tnf- 

5 afBMftm (Ms THY-am&MMftRs TNF-aftMBIMftffl&ifX -i 
>#-P-f*>-l (IL-1) mmttfts -iyf-VJ *>-6 (IL-6) 

mmwft&& u\, 

£©£■5^ JNK(S^OT©#t, p 3 8MAP*^-4f PILOTS*: f± ( 
E^S> #J*i;£JNKIS^ p 3 8MAP=¥^--€P1^ «ttiM 

*%mx~m^t>Mi^m (i) ®p 3 smap*^- vmmM&tciz (&£ 

15 V) TNF-aPl^ii, tnfep3 8MAP^-0»^ TNF-aK 
if^ffl (TNF-alfflSm TNF-a#M[fiS#ffl)x <f>#-EM* 
. >-l (IL-1) iM> <f>*-n>f*>-6 (IL-6) mmm,- 

^$^ixt7- if iv (pde i v) mmimmz^u 

fro, giK^ffl&/J>&^fcgK ££&llSip n a > p3 8MAP^— IfPfi^ TN 
.20 F-alSPM IL-lPi^ IL-6M^J> PDE IVIMHWfc 

#^IET*/BV^:ftStol^tl (I) ©p3 8MAP*^-~ IflS^^fett (£<£ 
tF) TNF-aPl^mfcJu Pf?L» (^>J^«> 5*yK /\A*#-v ^ 

ti-^ s b^^ iJVk thf) fc^btx #ftfcp3 8MA 

25 P**- tflfigfm TNF-aKifflMB&^U (JSP) RlRtt, (ttW) 

p3 8MAP#^— HfH3il^Jft^TNF-a^Ma«5Uftx 
. 0!l*.KW«U ISttSBSttM^ (COPD), 7V;v^-!KI (0!U 
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V>ffi (Addison's disease), gB^tt^Jfilti^ ±M&x- OX^ h— rX> 
?u->m (Crohn's disease), ffc^A,, V^9s *Wffi»m W*.\Z, ffif 

5 5R«Mb3S (ALS), ^X«), «K& tt£*!k <«k «ttH»';* 

flbflltt; Bfcifil^tt^ay^ fiiltti/a^, y^Alttt«^ 

h *f v v >> a y t&mm), (#k ^n- 

(#k eefl*^; gJ«K flrWi^-f K-S/Xx Iffi^X &SW± 
10 III (#k l«fc:«fc*JWMt, «ffiRMCs ft^tt&ft'F^liHRS (x>fX) 

zmm), m>b&s >mmm\ 

*mW-zm^tlZ>4h&®) (l) ©p3 8MAP**-#Hig**fcfcfr- 
(*<fcV) TNF-affiWtt> PDE IVfi»f|sffl**U «tc^0-r§ 

gift )t^±«gf©^|»--?&3^iJi:bTfflv>sc-i:*«-c*So 

JNKES^fflOflbtC, p3 8MAP^— Uia^fflSfctt (43^ 

\ x^X, 7S/K ^AX*-> ^ «J7^X fcW, t 

Ym) izftLX, ®tlfeJNKE^{m p3 8MAP^±— eiaw^M^ ^ 
ttiM h*-f >HMFftsj& TNF-alM#ffi£^U (ISP) »«tt> 
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> «j& mxmmmmmm, mk& m& w, mmm®&, ®m#i*z 
)s #k$ (ql vwmmmfetzz). ®&&nmm> &m.tmmm, ^m. 

5 gB&&4£a&§ r$>V>tf (Addison's disease), 

«i4*j§§ig*iu »awfc*»ifc zu->m, mmi*z\ mm^mm ( 

£t£&8i&& »MK«**3k 'toJH3;*:& £)> ffiiflUEE; 

ivAjflu rnmmiE, timm&.mmm& mm, mmmm, jfoWK£*WHu 
25. , mmz^wm, msmai, wm&m^±mm (^x) VL&zim. 

&fc> *»lJ8©*r8Wba*l (Im) C (In), (If 'X (Ig'X (Ih'X ( 
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IoX (IP) &£t0 fcfc ±l3©p3 8MAP^— mmftR* Ifefitt^'f 
h >b-r >Pfl^™ * fc tt (*5 «fc V) J N K iif^ffl^t U ±ffi© WaHSUSt©* 

^tf)> mk namk mk m&mommamtLx, mnmxmmnm 
10 ya<D*&wmffl*<D<smmi*s w.m±<&<d®} 0 . 0 1 &v> u$ 1 0 0 a*%-e& 

k g) fc#u 1 s i fc *) > C*»w©fh^4liD ii t-rw 0.01 &va 

L$J 3 Oig/kg im. m&L<\±ffiQ. 1 Lm 2 Omg/kg IfcJf . 

15 , *L<ttttl&VM,f&-2 Omg/kg 1 H l&^L»II|fc#ttTI|^K^*i ■ 

mzisttzwmk mmk ^m^rnrnk &%wmmiMiz#ttzm\ 
•••ifi«t:j6u-a«©i»**v R»b^ mmk #mk mmm, iipos 
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;><?-;Hz;i/P-x#;v£"^ y £A> L-tF 

*§#Ji:bTfck mz-immm^ 7°ntfi/>^'jn-;K v^p 

hV£A> 7'>'j;t7$/7 , 0W>gv i/S/^-x '^fb^>lf;i/3^£A\ 

. -Xs hh^P^^7*Pt^;^'fe;^P-x^£D«tt^^A s W^tt§o 
^SBfbfflfc bx&v m«7 F-*«k' D-v;vt h-;K h ^ a, y 

20 WWRlfcbTfck ^>W®iffP- 
25 ^(f^tl^o 

116 



WO 02/062792 



PCT/JP02/00828 



(#J> /?-#n^x ^po7^;k Wlf^^o 
5 t&X*%%o 

(i) #x^d^ mmftmm (nsaids) 

©Classical NSAIDs 
10 t;U37x±^ n 7-t2^D7i7-^ 7'J>^ WM?->> 

7i;7'D7i>, ?77D7i>|, ^^D7itAt> p<p^^*A^ t 1 ^" 

x;hm)X r^bUX ^7>->> ^7bU>; - ^x^ 

A^> 77l/7x^-A^ ^D7it^tF'j7A^ D *V 7*D 7 1 >± h U 
15 i7A> 7xr^^X -T^M^X ^7"7'P7iX »h7D7x-X 

7o7iX 70^^71^; t°P^>:£Ax xKU^M K- 

^i/^hU^A, tttt^i/b*^ -b-u^;i/^ Thntf>, xp^^x ^e;i/ 

@i/fD^^t- BjqiflPJX (COX-lW?«HB**k. COX-2?IiRlftPl 

25 ^WI/MBW* -feUP^>7\ P7i^>7*, 7X fcf U >*^X M 
K-663s /\*;i^P^>:7\ SC-57666 N ^7n^r^7, S-2474> ^^D7it-;7 
x >f>h*^^>X D^V7D7x>^^ 0 

®c o xumi: 5 - >; it**s>fi—~ \z mmzw^ft^mi 
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ml-3000. mwmm & s-y \zmm)-&z 0 

©Nitric oxideie NSAIDs 

(2) mmwm&m^f-M (dmards) 

5 Auranof inftiTo 

10 ^Dn^iTo 

(3) ifiiM h?M>llS 
15 (I) *>^KM 

' (i) TNFUS^ 

• fe7"K ^>7'J^>^ D2E7, CDP-57K PASSTNF-c^ rT« TN 

F-agig^ TNF-a^Mfi> JrE TNF- afflfcte. ifo 

(ii) ^>^-D-f^>- lPl^m 

(iii) ^>^-o-f^>-6PI^ 

MRA (^>^-D-T^>-6ggft:m ^>#-D^*>-6Jji#;&£o 

(iv) -i'>^-a-i'^>- 1 0^ 
25 ^>*-D-fdr>-l 0&£ o 

(v) ^>^-P^Jp>-12ISW^ 
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AGT— 1 

(id m»wmmm 
(i) map*-!— mw& 

5 PD-98059 &£ o 

di) Mfc^mmm 

SP-100030, m-K, NF-*B, IKK-1, IKK-2, AP-1 t£lli'?±)\/ftm t z.W&1rZ> 

(in) *h h^-om&nmm 

10 T-614, SR-31747^ V:HHEh*&£o 

dv) T^Y-a^tmmmmn 

(v) -i->^-p-f ^y-immwmimm 

HMR3480/VX-740&£ o 

(vi) ^>^-D^^>-6^irtm 
15 SANT-7&£o 

(vii) J>*-ns(*>-8mmM 

11-8 mtm, CXCR1 & CXCR2}gJrtlg&£o 

(viii) ^*-f>®^ • 

20 (ix) -f>^-D>rdr>-2^^ln;^ 

(x) Therapeutic vaccines 

(xi) mfc^mm 

25 -O^-D-f *>-4, -Y>#-P^*>-10, pr«-f>^-D-rdr>-l s$ 

(xii) T>9-k>Mt^m 



119 



WO 02/062792 



PCT/JP02/00828 



ISIS-104838&£ o 

(4) msmn (&mmm) 

(i) Ttmwmmn 

6, 7-P^h^>-4- (3, 4-^h^7xzjV) -2- (1, 2, 

(4^¥7-l 1 8 2 6 6^&$R) 

(ii) ^©ffe 

^hM/*-tf—K ^p**7t ^ H, MX-68, T^U^tF r^f/Wb'n 
^D7^ K, BMS-188667, CKD-461, 'J^^VPX ^O^^'JX * ^ P V 
10 A*, ^'M^ TlfWJX tt'JWm »MftM^o7 
lj>, HjXD^lfX 3P^-«EB\ -O^-P^X -f>#-7 

(5) ^P^f h*m 

o 

( 6 ) p 3 8 M A P Pl^t feliTNF- a^Pl^ 
20 WO 9 8/5 7 9 6 6 N WO 9 8/5 6 3 7 7, WO 9 8/2 5 6 1 9, W 
0 9 8/0 7 4 2 5s WO 9 8/0 6 7 1 5, U S 5 7 3 9 1 4 3, WO 9 7/ 

3 5 8 5 5, WO 9 7/3 3 8 8 3, WO 9 7/3 2 5 8 3, WO 9 7/2 5 0. 

4 8, WO 9 7/2 5 0 4 6, WO 9 6/1 0 1 4 3, WO 9 6/2 1 6 5 4, 
WO 9 5/0 7 9 2 2, WO 2 0 0 0/0 9 5 2 5, WO 9 9/1 7 7 7 6, W 

25 0 9 9/0 1 1 3 1, WO 9 8/2 8 2 9 2, WO 9 7/2 5 0 4 7, WO 9 7 
/2504 5, US565890 3, WO 96/2 145 2, WO 9 9/ 189 
4 2, US575649 9, US5864036, US604620 8, US5 
7 1695 5, US 5 8 1 1 5 4 9, US567052 7, US5969 184 
, WO 2 0 0 0/3 1 0 7 2, WO 2 0 0 0/3 1 0 6 3, WO 2 00 0/2 0 
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4 0 2s WO 2 0 0 0/1 8 7 3 8, WO 2 0 0 0/ 1 7 1 7 5, WO 2 0 0 0 
/1 2 4 9 7, WO 2 0 0 0/1 2 0 7 4, WO 2 0 0 0/0 7 9 9 1, WO 2 
0 0 0/0 7 9 8 0, WO2 0 0 0/0 2 5 6 1, US6096711, WO 9 
9/6 4 4 0 0, WO 9 9/6 1 4 4 0, WO 9 9/5 9 9 5 9, WO 9 9/5 

5 8 5 2 3, WO 9 9/5 8 5 0 2, WO 9 9/5 7 1 0 1, WO 9 9/3 2 1 1 
1, WO 9 9/3 2 1 1 0, WO 9 9/2 6 6 5 7, WO 9 9/2 06 2 4, W 
0 9 9/1 8 9 4 2, WO 9 9/1 5 1 6 4, WO 9 9/0 0 3 5 7, WO 9 8 
/5294 0, WO 9 8/52937, WO 9 8/5255 8, WO 9 8/0 6 
7 15, WO 9 7/2 2 2 5 6, WO 9 6/2 1 4 5 2, WO 2 0 00/4 3 3 

10 6 6, WO 2 0 0 0/4 2 0 0 3, WO 2 0 0 0/4 2 0 0 2, WO2 0 0 0/ 

4 1 6 9 8, W02 0 0 0/4 1 5 0 5, WO 2 0 0 0/4 0 2 4 3, W02 0 
0 0/3 4303, WO 200 0/2 5 7 9 1, WO 2 0 0 0/ 1 7 2 0 4, W 
0200 0/10563, US6080546, WO 9 9/ 6142 6, WO 9 
9/3 2 4 6 3, W09 9/3 2 1 2 1, WO 9 9/1 7 7 7 6, WO 9 8/2 

15 8 2 9 2, WO 9 8/2 7 0 9 8, WO 9 8/2 5 6 1 9, WO9 8/2 0 8 6 
8, WO 9 7/3 5 8 5 5, WO 9 7/3 2 5 8 3, WO 9 7/2 5 0 4 8, W 
0 9 7/2 5 0 4 7, WO 9 7/2 5 0 4 6, WO9 7/2 5 0 4 5, US 5 6 

5 8 9 0 3, WO 9 6/4 0 1 4 3, WO 9 6/2 16 5 4, WO 2 0 0 0/5 
5 15 3, WO 2 0 O 0/5 5 1 2 0, WO 2 0 0 0/2 6209, US604 

20 6 2 0 8, US 5 7 5 6 4 9 9, US 5 8 6 4 0 3 6, #H2 0 0 0-8 6 6 5 , 
7, WO 9 9/5 9 9 6 0, WO 9 9/2 1 8 5 9, WO 9 9/0 3 8 3 7, W 
0 9 9/0 1449, WO99/0 1 136, WO 9 9/0 1 1 3 0, US 5 9 
05089, WO 9 8/ 57966, W0 9 8/5 2 94 1, WO 9 8/4 7 8 
9 9, WO9 8/0 74 2 5, W0 9 7/3 3 883, WO2 0 0 0/4 2 2 1 

25 3, WO 9 9/5 8 1 2 8, WO 2 0 0 0/0 4 0 2 5, WO 2 0 00/4 0 2 

3 5, WO 2 0 0 0/3 1 1 0 6, WO 9 7/4 6 2 2 8, WO 2 0 0 0/5 9 

9 0 4, WO 2 0 0 0/4 2 0 0 3, WO 2 0 0 0/4 2 0 0 2, WO 2 0 0 0 

/4 1 6 9 8, WO 2 0 0 0/1 0 5 63, WO 9 9/6 1 4 2 6, WO 99/ 

3246 3, US6O0200 8, WO 9 8/4 3 9 6 0, WO 9 8/2 7 0 9 

30 8, WO 9 7/3 5 8 5 6, WO 9 7/3 5 8 5 5, WO 9 6/2 2 9 8 5, <Hf 
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HHg6 1 - 1 4 5 1 6 7^&$B£i3«£ftW£<bl§r^o 
(7) 

(i) TMURHSm 

IE-501 ( T«gig#^7^ h* )fc ir 0 
5 (ii) ^yS/>-U>«W**a* (IMPDH) ERglg 
7^37x;i/-h ^71^ VX-497&£ 0 

(iii) «*^?H&«» 

ISIS-2302s -feV^VlBWU ELAM-U VCAM-U ICAM-lfe£o 

(iv) W Kv^f h* 

10 (v) -tJ^7*s>mMM 

(vi) v h U y V X* # n T-p^T-Hf (MMP s ) -USX 

BB-36^ CGS-27023A N Bay-12-9566> KB-R7785, L-758354^ P0L-641fc£ o 

(vii) ^3-^-6-U>W»*i8»*|fi««. 
CBF-BS2&&, 

15 (viii) Bydroortate flttzkHSUR (DHODH) Bgg$ 

(ix) sfcatfya^^—BIV (PDE IV) &££ 
CG-1088&£o. . 

(x) «A 2 B«* 

(xi) iNOSPIgH 
20 N0X-200&£f o 

(xii) MicrotubleftlftX 

(xiii) Microtuble RBSai 

25 (xiv) MHC^77 IUfflWai 
ZD-2315&£ 0 
(xv) Prostacyclin •f^^ 
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(xvi) CD4^mm 
4162W94^ >rU*Vv:7&£: 0 

(xvii) CD2 3feJn^ 

(xviii) L T B 4 g&mSim 
5 CGS-25019C&£ o 

(xix) s-vx^yy-j—ummm 

(xx) u u mmM 
io (xxi) ?tns>*±—vmmm 

YT-146ft£ 0 

(xxii) t>]y^»Bmmm 

(xxiii) Adenosine deaminase ffiHlg 

15 (xxiv) mummm 

(2R, 4S) - (-) -N- [4- (^x^^^iJ)Wf^) 7x^i 
2, 4, 5-5rh^t ^d-4-^5=-;I/- 7,- 8 -^l/V^^v- . 
-5-;t*V-3-^>V^tf>-2-£;i/#*-^ Ktfeii^-©^ 
8-2 3 1 6 5 9) &£o 

20 (xxv) vimtfr^mr— 

TMC-2A&£o 

(xxvi) TRK-53(K TOK-8801 
(xxvii) 
AI-200££ o 
25 (xxviii) Capsai cin^'J-A 
(xxix) t7;i/D>iii* 
^>>t^^(hylan G-F 20) v #;i/V 

(xxx) 
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(xxxi) tfo 

5 A/frA^k m^Ms *ftT\s)i*-m, &>ms &m$mm, mi mm 
%m, t 1 ^*.-* -ftmnmfflts ttmm* tVx-* -<mm%m 

20 ®m£mn 
25 ®$mwm%i 
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VY?vy, w;%s>s *r»*s*v>, WMJ v^i-tr^^y-M^SPti 

5 rnn&mm 

«^b^1M7DX T^t^DX K^5^U> % yy^v-fS/> % i*^ 
7^v-fi/>> ^W^X ^h^-iM^UX t^>rl>7^^iJX 

7l/^», *7D^X ■feyrFD^K ■fe7 7T>MK -fe7*h 

7A N -fc7P^>A^ t7tf7As -b7tf-7A^fM' t7D^>A7 
-fe7^~;k t7S? hl/>tf^>>;K -fe7#^S*A\ -te7t?^ * >* 
, t7XPi^X -fe7^7^A s Hz7#K-*S'A7'n3Hz-*-;k -fe7fcTPA, 
15 -feyT-yr^X -fe^oieA^ -fe77>P^*X -fe7^7dp^A, ir7^^y-;^ 
% -fe7*777> -fe77*^7yx- ^^^^i-fe7 N 7P^ • 

= t7, •fe77^'J>s;t7*^^A, -fe7^-^.^^>v -fe7^v^>A v -e* 

•^57^A> ^;i/77-lfi/>s 7-X7U^^A^fc{i^tl^© 

ttL 7*u-fe^7;i/tr>, 7>*^>^>i • t7*- 7>^wtf ^ 

20 y77 (J. Antibiotics), 38, 877-885 (1 9 8 5)X'7y-« 
■ C2- [( 1 R, 2R) -2- (2, 4-^7M07i-;i/) -2-th* 

pjps/- i-^^;i/-3- (1H-1, 2, 4- hurV-;v- 1— r;i/) 

tr;i/] - 4- [4 - (2, 2, 3, 3-fh77MD7 , D^^) 7i-Jl/] 
-3- (2H, 4H) -1, 2, 4-hUT^PX 7;VP±V r -;k -Yh"5P 

25 

(2) IruHS^ 
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<sw KW-jmmfc (#k intv-;K ^nhUT^-M na^^y- 
5 ©h U7^;-;M# (flk 7;i/p±v-;k ^p^./-;i/&£) 

(3)*^ffe$l 

£<, 

10 (4)««-*fc^ 

i|x7iF'JX i£^/7:fc£>\ 'J>|3rrA iJ^th'D^r^ 

• . x v/Dfi/; -;k Iix7i h* u x ^;i^7 x h x u . 

^7^-x 7d^d- ;k 'fV7 , Dri/7-;K ^;i/7#^— ;k ^i/7# 
15 vx ***>^;v--;k-*ffll i e;i'fc*N ^bTkJ^T^x hP^h;i/7r> 

• >h^MUX »D7zy;-jK ^>ytf-f> m7i^^x. ' 

20 (s)mmm 

^— ;i/i-hU^A^ =.h5€/1A> i7^V5A> 7;V^^1A, AD^V7 
A, h'J?^7A, 7;i/^h7€;1A> 7*PA7l/y;i/R3fc fi*^D7-;W 
25 hD7P*7:J-HJ<?Aft£o 
(6)jft«£ 
(6-1) Ji»fAmS 
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(6-2) 

®?SX^i#^ (flu x-^;k ^p#x lemft^ f>7;i/7X x>7;i/ 

(7) ftMX 

igltx^^x 7>v/7V-;k ^h^D7-^^h\ ifi/xeex ^ 

10 5="^X 77^X ^Dtf^hUX tf3HZ"*H?>fX 7U? 

7 7)\s±-Ys-7)\<y**V, 5p:7WX 7u-z$7=>y*jy.tz¥ 0 

(8) ^mmf&mm ■ 

®^hU^A^*>*;i/»iii (0k *-s^x :/n*^>^b\ y.vt:5$ 

• (0!k 7n75/D-M 7;brwn-;k Ii7*7ifD-;K- 

tf^rw p^-;k t^^d— ;k 7t7"hD-r;K /j>7*dd-;k try 7° 

20 ®#;i^A^x>*;i>»liS (Ms ^;i^7-eA&£) 
(9>»E*J«aS 

CUM^T^bs 7P-fe^b\ x*7'J>^ 7^^-h\ *7;i/*>b\ 7^ 
^ b\ XtfP>^7bX #>W^#V<?A S F'j7ArVX 7^nUb\ 
25 T^*y^b\ D-T>-h-;K "fVV;Hfb\ 7U7^JX ^> b U 

— ^ As ^a^i/T^x x^^x ^o-yx s^i^T-trA, -7xyt 

(10)l/Ml3il 
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Bissau t>9-yu>k> uu trn&>v)isi-hv$K 9^7tu>*u 
^a, r^ffhn^x 3tr^-9— k *x>iw-hj»>a n awww-hy 

(11) M» 

^T-tf^A, D7€/1A> ^o^r-t?**^ h\ ^-tf^A 

\ ^-^V^A, ^D^^A, ^Df-TMf^A^ /DY-tf^A, X^/^A 

10 , 7W7MrtJ*y t h*P*^>&£ 0 

(12) in^W^ 

(13) tiiii 

v;i/t^>x ^T^;i/t:>>x im^u^^^>>, M^DT^i/x 

MtfV^U^X Mt>777fX »'j;r*X J/^D*^7 7 
tT>, ^^l/r^FXfPX 7*P^>ir7h^rPX x±> hir7 h 

^rnx ^tf^x^>> *x7iXhp-;K H«*p;i>v$v>, #gey 
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(14) ^fliifii« 

^7D7^f^7- K 2-^nn-3 - [4- (2-^f;i/-2-7i-jl/7D 

5 • 71/7" 4 y (Chem. Pharm. Bull), 38, 2792-2796 (19 

9 0)X 7"7;U^X >>Xn'7n#^X 7*pm-;w ^1f7^ 7^7- K 

(15) gftfefig*' 

10 7"'J^^-;k ^y^^^u>s m^p^a, iSFM'J^, a;wu 
^^p^^^X /-^n^ix £n;MiJV-x ^i^j/X 

(16) foT/vft/vWk 

7i-F^X ^M^>^b*> -7±*V?K h\ 7D;>^T-t?#:^>b\ h 
15 u^i^x £/ww.-et:x 7iy/\>w-;K x;i/f7A 

(17) r^oi ........ 

-f^r^x ^d^t^x ^^f'Jx 7x^;u^x h 
yrr^yx ^^i/by^^yx T^tJ-ex m^T^-tyx ttaiv 
20 tw;x b\ ymy?^^^>s J&®b^\/b>&£o 

(18) ^twi^-H 

^x-^l^ UX ^hdr^^oi^^X ^D^y^^b 
25 ^7iX r^7it^X p<**^X M7t77>fX xttX^X ^ 
(19) 
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'j;X hT^V^X it!rAWX ^=¥h=^>X yrf^X 
3f*$/X 5*h3/K(\ G-^hD77>f>&^, 

(20) sfnmwsm 

(21) jflLfif«|gX 
(2 2)«g£**gffi* 

o 

(23) ^c^Sir^l 
15 ww^7 7-x fn;i/7^x ^P^y>*fc<i j e©Jg^ifo 

(2 4) mmm = >m ■ 

<DfcT*$>DM : tr*$>D n D a , D 3 \ D^iVD* 
®e^5>Ei: a-hn7xn-M (8-f37iD-M y-hn^xP— 
20 ;K 5-h37iD-^--3f>idl-a-b37xD-X/ 

(M (e**>M) 

(25) t> 5. >wm 

V#5.><D&WMS$fo, Mz.lt, 5, 6- h7^-3i/*;vj/7xn-;K 
25 2 , 5 -bFn^>3i/^>7xn-;K 1-a-fc FD^^3l/A;vj/7x 
p-;i/&£©tr*^>D 3 KHi#u 5, 6-h7>7>-x;i/J7J^>7xD-;p 
^©£#3>D 2 H§#ft&£o 

(2 6)MM 
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»v7i/t'jx wmv-frwe-M wg&u-tiT-u-)^ mw?r)\>y 

flttMM h*7-;K iiyq^rP-;K S»>7l/t'JX 
^bjjc^m^ i;fD -;k tffflfcc 7 x H U X AflW 7p > 0 if As 

hPt^A^ ^b7;i/hnt^^A, f*7-fiJX 7^7 7-TUX 7D^e 
5 ^U^^hU^A, h^-^XK 1/^1)^7 K 7*>l/*ijVX >f7^7 
7K >Th^7xX r;V7xt^X THf^X^X X-Vj-Z^ 

X ttfflM-if^WK 7^>;i/*7 b7jc»> -fe^bD^K t*=3MM*\/> 

10 ( 2 7 ) «r • m&m&i&as 

. (2 8) 7-ht:Hxftrt#*&*0! 

(29)7 U*=¥HiJM8fi** 
15 ^P^^'J^ith U^ yI/^>8^d;v7i-7^x IBSiSr^v 

(3 0)#JE* 

hvU>s h*7^^>s r^UX y=f*S/>, ^^;i/^a" 

20 *i/>s 7^h->h*Cs G-7 fn77>?>fe^o 
(3 1) 

25 (1) *^©-fb^*fet±#ffl^*#^T-S#-rS^fcit^T> ^©$# 
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(4) *mM(Dib&m£imm&&^te%wHM®*mfc?%ztiz&*)s mm 

&V\> l#M»^s Prosorba column 
20 «oBl-»#WTf©IHI««ft#N (3) *»«3©ft«&«i:«fffl3l8*i:ft3'J^fc« 

M<hLxmbti%2n®mm®m-®*m®x-®mmm*#^T®&^ (4) 

*^©^b^fc#ffl»^*^fcSi^KbUTl#^nS2«©^J©M^SS: 

■«Hi-c0rawffi!^ (5) *ft®<D<b^twmma£&m*&MffltoLxm 
bti&2M<Dm\®mtez&*m&x<Dmmm*#^x<D&-*3- (m«> *isw 

25 ©<b-£$5 ; #^»©WT-©^#> &S^£&©M#T' ©£#&£) 
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m, (V7h*7--b;i/^tf)> mm, &mm, mm, mmmtv 

ak mmmmm, mmitm, mum* mmmvmm<bmmifi&ff*>fr&o s 
10 tig«fcjB^ arnoKW^ $taMbX!k «e*k wftflk na»^J> s«wbi*o 

■ ^Ubn;i/bDU r>rx ^3*1, -tf^^v, ,**-;Hr;n3— * % 
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-;i/T;i/3-;K #';k^Kd'J *;i/#*$/^5^Hz;i/P-;*:*-hy# 
WfbfflkLT^ ^J^{i^H^> D-V^Eh-M ttMb^hU*^ 

10 tfW^tbSo • 

15 vmihmtLxit, mimsamBL Tz?)w>ms <*- b^y*u-)im . 
. &mit>M 0 ■ 

' • ' &X (flk /?-*d^x ^no7^K Wtff,n^o 
20 A. T^Vl/^-As X^tfT^&^tf^ftSo 

otffiltSi) 5 , attWJ±#fc*tLT«0. 0 1 0 0M% V 

25 <&*&<>. 1^15 011% * f, g b < J±j® 0 . 5fclM,2 0M*%ig 

s awww^fc^LtJWo. o l&v^ti o omm%, ^kwo. i& 



134 



WO 02/062792 



PCT/JP02/00828 



*%W(Dftm\ wsw- z®fom<DMtiam<D^mt, minima. ^xmm 
t&tfis mnm&mztthTffiift^L9 9. 9 9M%> et<raio 

if%mo^m^tz\mmmm\±s mm (ak (Tween) 

10 8 0 (7h7^^>)^-m *S)s HCO 60 (Bft^Jb^XSKK #'Jxfl/ 
15. V*©7Vl/*U&»fix ^ai>ttRV*©r^*U^JIJ!»SK ^5M«J (&k 

mh±Y*)*?k^ Jfi-fb*y^A, ?>-HK v;i/th-;w ^p^n^ 
£M&&> ^^;w^^> N /dw^^^a 'Oy/wm— ;v 

20 ^un-;K mmitm ^y^rK-D-^m 
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-)V 6 0 00&£) teZ*mM\sXEMl8&U ^-e^gdit), R*©v* 
;K SM — > 8 0 N rjl/Dx-^ F6 8 n -t^l/D-^r-fe^— h7#U— h 

o 

»*«X{±7jc'(4©H^ ^@^*^^(±^>K©M^'r?>ii^* J -e§^a ± 

. (#k im«*irv«!^3Wfcf6tt*.-*jfc. 

y;i/a©Wfcttl±x W*«55*S^A»> -b;i/D-^i#^ t£ 
20 'J;i/lM&W^ti^ 

#3PJ©fti^tJki:> TOM^J (0k tfe^J. M#k ^k *r-fe;i/^J^^) & 
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±ia^m#^> u rjvmom t lx \±, m tl « ± v u £ a , * y ^ a & 

$fSKIi3~2 0%'(w/v) gjft-Cfc3o gfc£&#$tgXtt/£<kWy 
15 ?-;i/^©itgi± 0.5 ~ 5 0 % (w/vX'=fft L < £3 ~2 0 % (w/v) # 

20 vKRv^oT^y^ia^ ^x>MSt^* ; e©^;^vbu^^)^ m^itm 
*;hz*d-^ :r** h y P HHtfffli (#u mm. rtfflbi- bv*& 

m. mm m. ^^^>^mm^)w $mk*)n mum (m. 

y -fe y x ^ ^ ftftitttai W. ro £ i/ > 9 y 3 -;k 

& S o C ft & ©^WJJi-fc&MSiJ fca^ffl ^ 6 ft Sfth&TIB^S ft S « 

SI«iJttpH»f8SSI©«Sliafc < J;DpH4 2~l 2, » g b < fcfc2 . 5-8 . 0 fc 
B!Srrs©#«U\, 
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m, nmmmmte s - 1 ^ b-t#inr& ^ § 

&*U37jc«tt>- 1 0 0 °C~ 1 2 1 °C©£#-e 5 #~ 3 0 M> l^ESP 

10 £lli:LT&J;VNo 

15 MraMv^ti§7jc^*t)Ki:bT{iv 0g*.8> ^;i/4z;bP-x N 

l/-h&Ml^k .k.*)t>tt*j hRS- 1 0 0, RL- 10 0, RS- 

25 3 0D, RL-30D, RL-PO, RS-PO {7$ VftW.*.*)), • >J 

• -YF^^yhNE — 30D >J;i,^?-;i/ • 'J ;i/^x.^;i/±ta^#:) 

fc^©:^ h*^y MR (P-A • 7 7-vtt) ftW^iJ/HKS^yv-, 
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# y ^ y -tz y >flg|5Sx^ tVI/^sj&W btiZo 
JBfctttfUT-fci/tfciu U pTO#£©0fl£^-rtf y 

£© J; 5&R1£©#li£&« tx p Htt#tt©IBiH y v-i: bTfcJu 

0J*.«#-#v- (Carbomer) 9 3 4 P, 9 40^ 94K 9 7 4 P, 980, 
1 3 4 #y*— ;i/ (polycarbophilX y 7 <i )V 

10 (calcium polycarbophil ) (HufBli^imfc B F Y U y *-*t»X >W ^ 
73-103' 10 4, 10 5, 3 0 4 (V>m*«I?tett* (») «) ft^©* 

mmmT^^^wm^ifim-f^Mo ..... 

g»_M£«£ b-cfct, =r*7s h y >, t;i/^>^t;i/* y 

15 #Mm&£©»&£^bT^TfcJ;v^!liiu t K V*V7n tf;Mz;i/P^7x 

;hz;i/d-v^ spy K~;vtrn y #y tr^;i/?;i/3-;K *"ijxfi/>^ 
y3-*fc£#w&*i*o 

20 • ^«^J©^m^Jfc*5^?)7k^^tttlK©^Wii^ 3 0 b$J 9 0 % ( 
w/w), #*b<tefaK)-3 5fc^bif&8 0% (w/w), * 6 b < ttlH 4 O&l^b 
7 5% (w/w), JKSttsJ«yv-0^*J*£{4«?l3«:VM^»3 0% (w/w), £?£b< 
TO3£^b$n 5%(w/w)T&3o tt«SSiJtt«zktt««R*^e)fc^T?V>"r% 

25 b < M 5 ~&J 4 0 % (w/w), b < TO 5 3 5 % (w/w) "Tfe^o 

^c-C±I3% (w/w) ttMiP^I (#J, zk, *#y-;k x*y-;i/*£ 
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I . *8iJ&£tr«©W» 

o 

■ *©TO*Mmtk #* : b < 15 0 b 2 , 
OOO^um^ $&fc:^tb<{i^5 0 0^V>b^l,4 0 0^mf$>§o 

io m «kr«x- s^ak «£B&jt&i> arat*!i«&«teu s 

• 8 0% (w/w), ^t^tCli«3 0&^U&7 0% (w/v) -?&£o •. 

ttt^nsj^fflfcbTttv sunk v>^..h-;w $ov=i-* 

^ jtfyx^v^y p— ;k t:^.;vt;p u fx r;pp-y^F68> 7 

20 *#;i/i">A(ECG505K ^n^*;V^D-X^ h U <>A(Ac- 

Di-SolK SBttSi^U tr-;vtfP U Y> (*P**t:h*>X ®®&E£fc h*P^>> 
rom;VD-^ (L-HPC) ft^AW^ftSo "fTts tKDWnKA 
•te;i/P-*, jtfVtr-^Kny ffi^ygt KP^rp^wvp-XiP 

25 A4od;t>*^©«^ *fcllrt^J^bT5^^';i5 : -l/>^ , ;p-;^^^* s ffiv^6»n 
So ^{b^jtbttt®©^ 7?;i/ft vw>$fc£ 
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^^riz-u^^ xwtibz^&zfib&mu mm\tezt.<DU&ta&J> 

> ZO^m^m&ffil 0 0/zmfc^b$Jl, 5 0 0 ,unn!&£ &©##?& bU 

. o 

^&^©^R#J£^WT&£^ 0 R&&£iJ&/B^&®£v 
15 bTfS lft^U&l 5% (w/wX #£b<tt#&lfcV>biRjl 0% (w/w), -3&fc ' 
••fff^<tttt2fc^b*«j8%-'(¥/i) "5**0 

20 II. tt©#US£iJfc:J:3ttfl 

flulBIT'ffkftfc^ ltff3*^^»HXVpHtt#tt©HKStt^'Jv- x - 

25 S&tf&tiS* 

ttJ8K"J«[*©*^jStt«fHx »14^';T-XM7j<tttlS©M^ifc{^ M 
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0 % (w/wX b < tttt 5 bi& 5 0 % (w/w) N $ 6 b < i±#) 5 fc^ 
L3 5% (w/w) T'&3o 
^«OW^bTii7KX^i^M*#^4-C$)5V^^i«©M*fflV^S 

5 ifc) tt> lJfev^b l 0 0%©|g|aT•^b^•a•^^i:* s T♦§^ $?^b<«l^v^b 

T-feh— hl);k ^DD^l/A, F&ifflW^tlS 

10 o £©5"fcffiiftT;w3-;w##*b<> x^-;i/t;v=3-;k -fv/D^vr;^ 
■m, t?x->WL> 3^1, 7yM Ti/-f>^^©f^iitMv^ 

20 ;i/:p;i>=2-;i/& if* rTM h b-r bx % «k v\, 

o 

25 «#jWaW^*iS#-> »P«-#*hWSF* b^o . 
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(M« Oft) «k Tt:-fe;uPHlO 1&£), W& 

\ yv-a-tm. ^>-h-;K «n«6*er>f« % &m*y**/t^ msi*)v 

9.4% (w/wX $?^b<(±^)2 0~i^39 8. 5% (w/w), b< 
1^3 0^9 7% (w/w) Wo 

w&vtmmfc&ttzMMo^&it, mM^mm±A^nLx, mo. 5-^9 

10 5% (w/w)^ b < fc**U -Hfo 6 0 % (w/w) CDttHfr&aciGffiK-fS 
TO'I4W«P@MM^J©^ a*±IB*^fcllD*Tv'Ji(WWi!l*««-r* 

ECG-5 0 5X ^P.^^n-^tN'^A (fll*. M 
15 fig (80 M> T9*JVM5>\ *P**eK> (08*: « x - BASFm 3 'J K 

• >CL^X «t h'P^>7°Pf;Mz;UP-X (llfbf (*))•, 
■ ■■ ^ri/^fW^-f (W? l)> *;v^$/^^;i/X^-^±hU^A .( 

x3px7n^7), fBdofls^^rv m<bf& (*) M> PCS) 

20 »^^TO^jj:©^ti^^^;i/*#s«c^<fc *)mn^m^^i)(D^m^ 
t) ?iMiR$ at»ttww^«fc» ai*. \m o . o 5 ~® 3 0 % ( 

w/w). #?£b<{i|$0. 5~^Jl 5% (w/w) T*&£ 0 

ttx ^J^«S^J (0!J*.fcfs ^at, 7^M7^bSSt%, 

p-x n b h*D^$/7°Ptr;H2;i/P-^, t HP^^7°Ptr;M^;i/-b;i/p— * 
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S£#J (#l;lfcf> ^>#^ M<b?$>, <j#7^e 

ifcgfc&i& mt*^i (^j^.(i> mmu mmm 

10 m> 7-?)mtez<D%mm*iMZ.rt>^o 

20 £©J:5fcbT»6nfcTOtt»Jk*iiWtSWWi:W^ *©****v^»ci[ 
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^tmrnt^mt^mmw^^o 'mm* %m*m, «i*tts# 

: - jEfSbl^ «*<l4fi«:i:b-C{±<SII'fe;i/n-^ % - xf ;Mj;i/0-;*; - '• 
fl»#*U^ V-fcbTli^A (flU ^##>M*A, 

* if) & £v # y * # * u ;w& * u e^/twa -;k . * 'J if v 

25 iJKX #Uxf i/V^Un-;i/^ifWtbv>o *&fc:t fn^i/rp^Mf 
;Hz;i/P-*/W§;bv^ gjgflrfFJfcbTttx ^f'fx f^v;utfh-;K 

*x>^, mmj-hw&s 7X3Mf>i> yy^x skit- hu 
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{3, »faic < fcD±fabfc»m ram 7X^»^uv-, s 

j^b&k iffiftk tm&k WJ»si3&ifo*iao»J*s^bT*cfcv^o ±ib^*h 

10 «fc tTJbfB b xk^tWS^ U v- b < tts b Kp^>7p b;i/-fe;vn-7 N 
• N f#?>m>»^«^-frT(cast)7-f^Ai:-r^o ££>fcv WSMRk £M%k 

'^bB&iypjx «#«iJn *ft*ik »#J> w*aj&£©^4&*iD*T*«fc^« 7 
;i/ a t as&©3W4&#& 3 fc#># »; x?- 1/ > ^ i; 3 -;^7d tr i/ > u n - 

•15 MiTO^iJa^»m$*fel)v D|g©3teM^->7*^©7*;i/A©^ 
20 ct d tlM^ tifc 7 ^ ;ua b < ttjnfiT-clfe** ^ ffiM<D0ffifekty 
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Mte bvtettJ^ (psyllium);®?* y tzZomWkt yntWB b < \m. 
5 ; 7 s ** h 7 ; ^ ^ >8 ; * D fc*x;i,h- p U K >& £©l^£*" U ^-M ; 

10 L-T^7^^r>^ L-?>#^>^ L-t KPSydrT-p 'J X L 

WVD-^>>X L-P^^V^^'OffcL-^x^l/T^^V^i:©^)!^ 
#2*>£ 1 2£T'©:7^m&£#^i:tl&o ' ' ' 

15- £ao£T#£bTVvt&£<\ *fcmfStt^J>() s P^^tVTC«b-CV^-C^)«fcV^ 

^*fc{i#«^©te^^^^©^xi±M^*i3^'rsfl&f^ > r^^ • • 
20 ^b<(i^I*^x^>^»^©-^^<fem^*^-^b■rv^TcJ;v^o » 

«JRj3«fc Vx U * . T> h* -x^5-;i/ Htt© FD&C 2 -if & F D & 
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awaifcb'r^ ms^jo. i~^j5oms%s »*b<»wo. i~^3o* 

10 iiftlMl 5^' J:DJfib<l»2M5 » (jfcfc) #$8Uli 

©<b^tfe{±#ffi»© 9 o %ei±*»i¥$*s c t&m&mm (±i3> s 

' }£ 1 £^ b 3 Omiftfc, h b < tt 1 fcV> b 1 OS>WrtfcJK«"rSPJfil 

15 ' ±f3re^J0^iJ^(3Mr^«^ 0~3KJ9 911% -■■»*L.<tt- 

U >i»M^tTO^Ifitt 0 ~3ftt> 3 0 Sg%T*& 5 o m^J©M^J 
^W1-5^fi{i> «&0. 0 1~D10Ii% $ftb<(i^Jl~^5Sa 

20 *Klis^lO-D70 »fi%T*& So 87jctefi#0»&J^fc»-r 
l±» 0 . 1 ~if$ 5 0 M%> » * b < fcfc$) 1 0 ~J^J 3 0 S*%T?» So 
■ft <; v-©«lS"J^fl:fc^-r *J 0 . 1 ~ffi 3 0 *S%> » * b < \±ffi 

1 0 2 5 a* VC*3o £j^bflJ©«#J^fcft«^#*ttiR> 0 . 1 
1011% $f$b<TOl~^5fiS%T'^§o ±l3M^J(i^?>i3s ±Mom 

25 ftflik -H-itMPJ, l»JS^^©W^J^«K:JiSb^Wb-rv^T'fo«J:V^ 

*§m<DW%M®U J 3-M\±, *mW<Dih&®®WMs #fi> Sttx «BK 

an 6 o k g) -Afefc d , m^s *m}®fc^&&xmmmathx* *ti 
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1 B*fo 0 . 0 l~mi 0 0 Omg/kg, b < f±i& 0 . 0 0 Omg/k 

g N b<fct#j0. 0 Omg/kg, fc&fctttflO . 1~$J50 

mg/kg^ 5~$j3 Omg/kg £ 1 B l\E\frt>W(MtefrttxB 

«eP»#T«*fLW» 1 k gttftfefe t)^0.001~2 00 0 m.g< L < 
liD0.01~5 0 0mg, 3-&fc#ftb<tts »0.1~1 0 0mgS*t?*!> 

• N _ cfifta»i-Bi^4iafc:wr«4t*«. ■•••* ' • 
is ^^S!#tfe^ *mw<Dih&®*m*i,x%^u #»w©fl5£**$fcfc ••••• 

20 &tiSo ^^©{b^*5fets#-rs^ *%B9©^b-&«i*s#bfc 

.0 0 1-2 0 Omg/kg^P^U »1 5MtgPS41|Cil^ 
25 ftfc^fjJl©^^ ^0.0 0 5-1 00mg/kg£lBS£bT^Pi8:-rr 

o 
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%j it^Btft^lfiOM^— b>hftw , fo (fiU JR*I* mol/mol%^^1-o 
&T<DmffiMfctm<DM&?nWm±, ^V*^-- >?u--^>f (Maniat 
5 is ColdSpring Harbor Laboratory flk 1989 ^) fcfBttSftWS^SSfc 
b < f±M^©^tt7*D h3-;bfcflBtt£ftW3;^fcftofco 

s : ^y^l/y h (singlet) 

d: ^7*1/ y r (doublet) 
10 t : hyri/y b (triplet) 

q : A;i/ry h (quartet) 

dd : ***7>^7*l/-y b (double doublet) 

ddd : P-7W71\*9*7V*> h (double double doublet) 

dt : ^7*;i/ h 'J 7*1/ y h (double triplet) 
15 br : 7p-K (broad) 

J : ft y 7° U I/VxLWl (coupling constant) 
." Hz : (Hertz); 

CDC1 3 : l^PD^A 

DMSO-de : h*-d 6 
20 . 'H-NMR : 7*D h >W^R,| 

Me : 

#BJ3$l#©IE^©ra#^tts OT©K8l**<"r. 

7*:?-f v— JNK 1 — U ©SSSfll ***f o 
25 ffl^!J«:2^ 

7"7^?-jnk i -L©Jias^u^-ro 

7*^4 ^-MKK 7 -U©«f3?!J£^-r 0 
dB^J«: 4D . 
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/7 W T-MKK 7 - L 0tt2fi£BI* jjVfo 
CK8l#t: 5} 

7"7^t-CAM7-U OEgBS&J&flVT. 

77>f?-c-Jun-L ©J&&fB?!J 
10 HJfitf!) 
1 

S-x^l/T^U >(10.0 g, 82.5 mmol)© 50%«Egbdc&tt(43.6 g)lz 0°CT*I£. 
«SK^-h';^A(6.83 g, 99.0 ramol) 16.5 mL)£ 30 fl-frW-TaSTbfc 
15 o »&ftfcJ*J/6$B£4l94 0°CT? 45 #Hb&>g$BHffc 0 £OS?7^>>AlO«ltft 
> Kb?) J ?>^t»MmLTV^S*:M(I)(12.4 g, 86.6 moral)© .48%Jtfta|cJktt-' 
$§$(82.5 ■L)fcsJ>L'fofln;tfco.an*fc&x Sl^f9^ 30 #JBftffl&»«Ebfc .. 

±hU^Azk^ fiSftAJlzKT?«fc«t^U ia»UT«S»Bbfco Sit* 
20 5/ U A D? b -(^t>-»8xf ;i/ = 20 : l)T»|flRb 

T^b-^36.13 g(JR* 40%)*#fco 

MflKCDCUtf : 1.23 (3H, t, J= 7.5Hz), 2.63 (2H, q, J= 7.5Hz), 7.11-7.2 
0 (2H, ■), 7.28-7.38 (2H, ■). 
25 ##0J 2 

#%#fb^%2 : i-^n^-3-(i-p<^;i/^;i/)^>€> 
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l H-NMR(CDCl 3 )<5 : 1.24 (6H, d, J= 7.0Hz), 2.77-2.99 (1H, ■), 7.03-7.16 (2H 
, m), 7.27-7.34 (1H, m), 7.37 (1H, s). 

mm 3 

5 Tfr^ymm^T, l-^nt-3-x^M>^V(5.1 g, 28 mmol)©^ h? t 
h*D75>»(45 mL)*> ^*S"7Afr(0.74 g, 31 nunoDO^h^b* h*D7 
5 5.0 mL)t«TU 30 frm&%M&1to »#bfcl*7>f 7 

^7fc£/fo*Jli^£;!jn£T ; e©&£ 1 H#»#tiH?fco SMI: lN-«£ 

10 W7A^D7h^57-f-(^>-ffl^ = 5 : lJ^JflMRbT&JHfli 
#fo3.87 g(lR* 93%)£t#fco 

l H-NMR(CDCl 3 )d :T.28 (3H, t, J= 7.5Hz), 2.73 (2H, q, J= 7.5Hz), 7:34-7.5 
0 (2H, m), 7.92-7.98 (2H, m) : . 
15 ##0H 

#%0d3K:i|l'C> i-7b'^-3-:^)l/^>^>©fU>Dfcv l-/D^-3-(l-^ 
^;i/x^;i/ ) * £ £ T>* 1- 7n ^-4- 7 f-)^ > -t? > £ *Mti 

m^xT&of&mite&to 4 - 1*5 xufa - 2 £-£$bfc 0 • ■ 
$%M4b&to4- 1 : 3-(i-^^;vi^;v)^m« 

20 «$J 0 

l H-NMR(CDCl 3 )d* : 1.29 (6H, d, J= 7.0Hz), 2.98-3.06 (1H, m), 7.38-7.54 (2H 
, m), 7.90-8.02 (2H, m). 

###H 4-2 : 4- 7';m- d -3-^ ASK . 
luft 165-167-Co 
25 #%#!J 5 

3-x^;i/^HM(9.40 g, 62.6 nnol)£ O'CX-Mfctt-Mti ■L)K»Jbo< 
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fro 

5 > 4-7;l/^D-3-p<5 : ■;^smsm^ ; etl^tlMv^TTIB©##Wtl^6- 1*5 

*»«© * * &©» izm o fee 

#%Wfb-&%6 - 2 : 4-7;ktP-3-pWW^W-f ;i/?p u b* 
10 ^8l©$-a;&©£J&tc:/BV^o 
##0>J7 

N-(4-7Pn^W^;i/)7°nt:ww ^> 

7*Pfc:i/W 5>(12'iL f 0.15 »l)©f h7t h*P7v>(160 mL)?g$i& 1N- 

15 u h*(25 g, o.i4 loDftjirrt&o «r»m 30 #»Lfc 0 
•«r*»»x^;i/Tf}fttHbfeo mm*t&Mu ®m*m&L; mmt^a 25 g( 

■JR* 89%)£f#fc 0 • , 1 

l H-NMR(CDCl 3 )5 : 1.39 (3H, d, J= 5.5Hz), 2.15 (1H, d, J= 2.9Hz), 2.51-2.6 
20 6 (2H, i), 7.39-7.47 (2H, m), 7.93-8.01 (2H, m). 

mm8 

MniJ h\ 3-^^K>^;i/^oU h\ 3-x^;i/^>\/^;i/7P U h\ 3-( 

25 ^im^M-p^W-T^pU \**%MtiM\,^T, TfS©##0Wb£% 8 
-l~8-6£Hrfi£bfco 

##Wb#$J 8 - 1 : N-(3-7 D P ^Wd' ;i/)7*P £ 1/ W ^ > 
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■'H-MWUCDCl,)** : 1.40 (3H, d, J= 5.1Hz), 2.17 (1H, d s J= 3.3Hz), 2.53-2.6 
8 (2H, i), 7.40 (1H, dd, J= 7.7, 8.1Hz), 7.53 (1H, ddd, J= 1.5, 2.2, 8.1 
Hz), 7.90 (1H, dt, J= 7.7, 1.5Hz), 8.00 (1H, dd, J= 1.5, 2.2Hz). 

5 WJfcJo 

MflKCDCUo* : 1.39 (3H, d, J= 5.5Hz), 2.14 (1H, d, J= 3.3Hz), 2.41 (3H 
, s), 2.51-2.66 (2H, m), 7.32-7.39 (2H, m), 7.79-7.87 (2H, m). 
###Hb^rtl 8 - 3 : N-( > )l ) 7*n 1/ > J 5. > 

10 'H-NMRlCDCla)^ : 1.27 (3H, t, J= 7.5Hz), 1.40 (3H, d, J= 5.5Hz), 2.14 (1H 
, d, J= 2.9Hz), 2.52-2.61 (2H, m), 2.71 (2H, q, J= 7.5Hz), 7.32-7.41 (2H 
, m), 7.81-7.89 (2H, m). 

• #^#fb£«-4 :N-[3-(i-^^x5 : -;v)^>^^;v]rD^i/>-< ^> •■ 

.15 l H-NMR(CDCl 3 )(y : 1.29 (6H, d, J= 7.0Hz), 1.40 (3H, d, J= 5,9Hz), 2.14 (1H 
, d, J= 3. 7Hz), 2.51-2.64 (2H, m), 2.87-3.10 (1H, m), 7.33-7.46 (2H, m), 
7.84 (1H, dt, J= 7.0, 1.8Hz), 7.91 (1H, s). • 
###Hfj-£tr8-5 :N-(4-7;i/^-n-3-^^-;i/^>^-f;i/)rDifi/>'f ^> 

20 ^-^(CDCla)^ : 1.39 (3H, d, J= 5.4Hz), 2.14 (1H, d, J= 3.4Hz), 2.33 (s, 
3H), 2.51-2.61 (2H, m), 7.06 (1H, t, J= 8.8Hz), 7.81-7.90 (2H, m). 
##Mb-£« - 6 : N-(3-7;i^P^>V^)7"D^l/ W > 

^^(CDGls)^ : 1.40 (3H, d, J= 5.5Hz), 2.16 (1H, d, J= 3.3Hz), 2.52-2.6 
25 8 (2H, m), 7.25 (1H, ddd, J= 1.1, 2.6, 8.4Hz), 7.43 (1H, ddd, J= 5.5, 7. 
7, 8.1Hz), 7.69 (1H, ddd, J= 1.5, 2.6, 8.1Hz), 7.81 (1H, ddd, J= 1.1, 1. 
5, 7.7Hz). 

mm 9 
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5>ir— trli/m $"S*HJ — (Journal of 
Medicinal Chemistry), 33#, 1667-1675M, 
1 9 9 QWzfflmofi&fc&KT&l&Ltco 
5 ffiti 82-86°C (10kPa)o 

mm i o 

>>>-fe^X (Synthesis), 8 7 7-8 8 2H, 1 9 9 6*P*3V^*-:*\H/ 
#7* y7 ^7HJ — (Journal of Organic Chemistry ), 6 1 

.10. m, 4 8 1 0-4 8.1 IM, l 9 9 6*££.tm<DJimfc$£vX&mLtzo 

mm ii 

2-(2-7;^P-4-t: ^;i/)-l-(3-^ 9SH/7 x=;p)x* 7 > 
7;i/=f>£MrFs V7*Plf;i/7^>(44 mL, 0.31 mol) ©«^ : h 7 t 
KP7^>(300 ■L)$g8fc&-78 8 Cfc#SrU 1.6M n-^^U^ 

15 A^-tf->MU90 mL, 0.31 mol)^^Tbfco ^""R&T^ 10 #»§Mif> • 
tSLWX 2-7;i/#P-4-pWl/fc:y^>(34.5 g, 0.31 mol)©^^ }7bh*07 . 
7>(30 .mL)«^fiDx.fco £«1§r«-10 o CT- 30 #»t?fH?fco KjSSJfr. 
£-78°Cfc:tfj£PU N-(3-^^;i/^>V^;b)7*P^l/W ^>(52 g, 0.30 mol)© 
«:r h7bFP77>(30 mL)»£*rr"bfc 0 ^T^T^ST* 2 RMfrS 
20 m^tco S/Mi^/takUOO mL)^iP^^ ffl^^;KefflmUfco »tH$&7.kft 

HJ;D^b^tJ35 g(ifc* 52%)£f#fc 0 
Hu& 66-67°C 0 

mm 1 2 

25 #%$)1 lfci^Cs N-(3-^;i/^W^;i/)7P£l/W =r^©fU>bl3 N-( 
3-7PP^>V-i'^)7Pt?l/W ^>£ffl^T> TIB©##«^1 2£-& 

mmih-^mi 2 : l-(3-^PP7x-;i/)-2-(2-7;i/^P-4-tf';^;i/)ac.^y> 
f§u£ 84-86'Co 
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###J 1 3 

2-(2-tert-:/ h 2c*y*)ltf-)V7 K J -4-tT U ^;i/)-l-(3-^^;V7 i-iHi 

2-tert-^b^>>*;i/^-;i'7^y-4-^^>'H^U^>(146 g, 0.700 mol)©^ 
5 7j<x h7t h*D77>(1.30 L)«ffl**-78 a Cfc?fc&PU frt?!li£&#£> 1.6M 
^■;i/y^^A^*>jS»(875 mL, 1.40 mol)*»TL&« WtWT'fe 0°CT» 30 
#IB*»S»tffcfk. -78°Cfc^3JIbfco H-O-^^-^vy-f^/jrn^l/^^^ 
>(123 g, 0.700 mol)OM7j<^h5t h*P7 7>(130 mL)$$£$iTbfco flST 

■ mr'&s -78°c-e i ISM* safciwu i fiHSfrss-sfc. aft® 

io MK:tafnAtt7ic(i.3o DftiniL w^e^«bfc 0 ^jf^m^^-ettai 

fcfc£D&Hfc^l85 g OK* 81%)&ftfco 
■■' MjS 144-146 ; °to 
##0U 4 ' 

15 ###11 3fci(ti^ N-(3-^^;u^>^w;i/)^Dti/>>f ^©tttoDt;: M 
3-^Db^>y^)^v>'f^x H-[3-(i-.?wv:n^;i/Kvtf>hn/]:7 
nEi/W$>* N-(4-7;i/^-D-3-^^;v^>^-f;i/)7*Dtfi/>^ N-(3- 
7Wo^>^;i')7Dtvw ^ x i-(HD0^»;^)7oi;i/W 

^>*5J;t>*N-(3-x^;i/^>y-Y;i/)7'D^l/>^ ^>^^n•?tl^V^T^ TIB0 
20 #»«Mb#fcl 4- 1-14-6 ft«&«bfc.- 

$%m{b&fo 14-1: 2-(2-tert-^K^^3b;V^;VT^^-4-tr'J ^;i/)-l-( 

Huft 152-153°Co 

#%0Mfe£4fcl 4 -2 : 2-(2-tert-^h^rS/*;i/^;i/T^y-4-lfU^;i/)-l-[ 
25 3-(l-^MfM7i-;i/]i^> 
176-177°C 0 

##flKb£4fcl 14-3 : 2-(2-tert-^h^5/>b;^-;i/T^y-4-tfU^;b)-l-( 
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ttift 143-144-Co 

###Wb£« 14-4: 2-(2-tert-7* h ^>ii)^=.)VT $7 -4- If U 
Huft 164-165°Co 

5 ##Wb-&^5 14-5: 2-(2-tert-^ h^^*;i/^-;i/T^ y-4-lf U 
jftft 155-156-Co 

#%0!Hb'&*l 14-6: 2-(2-tert-7* h^jb^^T 5 U 
3-xf;i/7zr:;i/)x^> 
.10 RbA 122-123°C 0 
#%0|J15 

2-(2-t ^ j -4- 1: v y;i/H-(3-* f-;i/7 > 

2-(2-tert-^ h ^^>*;v^*-;i/T ^ y u ^;v)-i-(3-^^;i/7 xxi;i/)'j. 

*y X50.0 g, 0.153 mol)£ 2tHSI?(260 mL)Wn^ 100°CT* 2 « 

. &m 29.1 g(OT.84%)^#feo . 
Hu£ 119-120°Co 
##0|J1 6 

20 ##^J1 5«C, 2-(2-tert-7h^i/^;u^;i/T^y-4-tf U^;i/)-l-(3- 
« 7 >©ftt> D {3 2-(2-tert-7* h^^>*;i/^-;i/7 ^ y-4-tf 

i;y;i/)-i-(3-^PD7i^;i/)x^y>*ffiVNT> T»©##0Mfe£* l 6£i§r 

#%#fls£»l 6 :2-(2-T^y-4-UU^;i/)-l-(3-7DD7x-;i/)x^7> 
25 NuA 173-175°C 0 
###117 

N-[4-[2-(3-^ ^;i/7 i-^)WVx^]-2-K U i?)l]^>*7 5. h* 
2-(2-T^7-4-tf'J^;i/)-l-(3-p<5 : -;i/7x^;u)J.^y X24.0 g, 0.106 mol 
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)©7Mz h >;;K500 mL)Mfc^W-f ;i/^n U K(27.0 mL, 0.233 mol)£ 0 
•CT-SP^feo W&tifcii^»lthUx^;vr^>(35.6 mL, 0.256 mol)£^TU 

s sat? 4 Kfra/p§m«feo s*6?&&«5fc**ai^N wtHtfe»*5^ufco 

5 , mmhtco #6fLfc««EkHfrfty h5t 7 9X450 mL) ^#^-;Kl 
10 mL) CDfttiftfcttfr U lH-*»<b^- h U •> A*iS*(256 mL) &in*.fco 

o »^'JAW7A^OVh^77^-(^>-Kix^ = 2 : 1) 

10 ifc* 56%)£f#fc 0 
M£ 67-69°C 0 

###j 18 

OftbDl: 2-(2-.^^/-4-t:U^;i/)-l-(3-^DP7 3ix;i/)a:^v'>^fflV'>Ts 
15 TiS©###Kb£tJ 1 8 £<&#L&o 

■ " ■ ■■ ###Mb£#J 1 8 : N-[4-[2-(3-^7 DD7 i^^)^^Vif>]-2-t 'J SW] 

Kuft 121-123°C 0 • 
###) 1 9 

20 2-(2-^ y-4-^ u ^;v)-2-7d ; e-i-(3-p< x^;i/)ai* y >jH-fb#iR 

2-(2-tert-7h^^^;i/^-;i/T^y-4-l^U^;i/)-l-(3-p<5 : -;i/7x-;u)j. 
#yX185 g, 0.566 mol)©@^(400 iL)&ttfc:JUR(29.2 mL, 0.566 mol)fciP 
80°CT* 2 l«M»»tt«fe 0 £jfcm#»&«i»U Tjm&T*- h-h 
25 ij;wiWx^t;iKfa<b**T> SSfbi^i 171 g(jR* 78%)£*#fc„ 
iu& 182-185°C 0 
###12 0 

###11 9£ipt\ 2-(2-tert-7h^^*;^-;i/T^y-4-^U^)-l-(3- 
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x x l-(3-7 d d 7 xn;b)-2-(2-7;i/^-D-4-tr y ^;i/)ai* 7 > 

, 2-(2-tert-7 r **/%)Vtf=.)l7 5. ^ -4- If U ^;i/)-l-(3-7 P D 7 

#y 2-(2-tert-y h^r^>?!j;i/^-;bT^7-4-lfU^;i/)-l-[3-(l-^^x 

5 f^)7xrMi^X 2-(2-tert-7h^>#;U#x;i/7'^7-4-tf U^;i/)- 
l-(3-7MD7 x - 7 2-(2-tert-7 b ^ 7-4- K 
U ^;V)-l-(4-7 P P 7 x-;i/)x^ 7 ^ 2-(2-tert-7 h^^^^Tjfr:;^ * 
7-4-tf >J ^)-l-(3-x^-;V7 x 7 >:fc£ZJ* 2-(2-tert-7 h *ci/f3)\/ 
^-;i/7^-4-e>J ^Jl/)-l-(4-7 JP3f Jl/7 i-;i/)x^ ; >$^Jl? 

10 nm^x, tib©#%«^ 20-1-20-8 * jeti^ti^bfco 

##Wb-&%2 0- 1 : 2-7P^-2-(2-7;V^P-4-tf'J^;V)-l-(3-7^;V7x 

#&0!H&&»2 0-2 :2-7D ; E-l-(3-.7DD7iz;i/)-2-(2-7MD-4-KiJ . 
15 ^)x^7>^b7K^*S 

- 1 H-NMR(DMS0-d 6 )(5' : 7.19 (1H, s), 7.38 (1H, s), 7.52-7.56 (1H, m), : 7.64 (1 
H, t, J= 8.0Hz), 7.77-7.82 (1H, m), 8.05-8.09 (1H, m), 8.16 (Iff, t 3 J= 1 
.8Hz), 8.32 (1H, d, J= 5.2Hz), 10.23 (1H, br s). 
20 #tfcKfr&tl 2 0 - 3 : 2-(2-7U-4-K U ^V)^2-7*P : E-l-(3-70 D7 

BfU& 199-200'Co 

##Wb^..2 0-4 : 2-(2-7'^7-4-KU^;i/)-2-7*P^-l-[3-(l-^^;Vx 
f;b)7i-Mi^ 7 >Jtfl3**WK 

25 

1 H-NMR(DMS0-d 6 )(y : 1.24 (6H, d, J= 6.6Hz), 3.00 (1H, septet, J= 6.6Hz), 7 
.15 (1H, s), 7.17 (1H, s), 7.46-7.65 (2H, m), 7.88-7.98 (4H, m), 8.09 (1 
H, br s). 
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##0Mb#KJ2 0-5 : 2-(2-T^7-4-tf>j^;i')-2-7*P : &-l-(3-7;M-P7:n 
m& 206-207°C o 

##Wb^2 0-6 : 2-(2-T^-4-^U^;i/)-2-7*P^-l-(4-7PP7x:=: 
H!U& 202-203°C o 

##0itfb^2 0-7 : 2-(2-T^y-4-trU^;i/)-2-7'P ; e-H3-x^7xr: 
ffluft 46-47<C 0 

10 #%#Kb-&t) 2 0 - 8 : 2-(2-T^y-4-t'J^;i/)-2-7*P^-l-(4-7;i/^-P-3- 
M 225-226°C 0 

###12 1 ' ' • '"• ' 

N-[4-[l-7P ; E-2-(3-p<5 : -;i/7x-;u)-2-^^Vx^;V]-2-tr>jy;i/]^>XT 

15 < KJtftttfcJNftfi- 

N-[4-[2-(3^f;V7i-;i/)-2-t^Vxf;V]-2-^ ijy^]^>X7^ h*(19. 

.0 g, 57.5 mnol)0ffi&(6O inL)»Hli(3.0 mL,57;5 moD^ST? 1- M 

U ff»x^;i/Ti5lsV\ S^lbl^J 25.4 g(iR* 90%)*ftfc« 
20 Ruft 203-206°C o ' . 

#%$I2 lfcipCx N-[4-[2-(3-^^-;V7^x;i/)-2-^^V^9 : -;i/]-2-if>J^ 
;i/]^>XT^ h-©ftt>DiC N-[4-[2-(3-^PP7x^;i/)-2-^^rVx^;i/]-2-lf 

25 2 2 :N-[4-[l-7*P^-2-(3-7PP7^-;i/)-2-^^rV^;i/]-2- 

Ifcjft 212-213°Co 
#%092 3 
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7?-P- h UM10.0 g, 145 mol)£ 4N-ffi{b**©SfKxf-;i/«Sft(100 mL)£ 
»tfco CO««fc^*U>iH),0-s;x^(28.7 mL, 0.160 mol) £#D;i 
s 22 R^IIffeo fiJfa*B£4»fc*(100 mL)^iD^> 

= 1 : 1)-C»«U MYbl^J 6.68 g(Jfc* 45%)£f#fco 

MGKCDCUd : 0.99 (3H, t, J= 7.6 Hz), 1.72-1.93 (2H, m), 2.64 (2H, t, 
10 J= 7.6Hz), 7.02 (1H, br s), 7.77 (1H, br s). 

• #%#J2 4 

###|2 3 JcipD> ^D-hi;;K0ftfci)^ t-Xf-frv^V ft- 

#%Wb-&tJ 2 4:1-^ hT^. 'J y >-4-3b;i/^^7 ^ h* 
15 M 216-220°C o 
#%#J2 5 

[5-(2-7;ktf-D-4-l?y 5?>!l/)-4-(3-^^;i/7xr:;i/)-l J 3-^7'^-;i/-2-fv>l/] 

2- 7 D ^-2- (2- 7 M D -4- 1: >J V )l )-l- ( 3- * 5^1/ 7 x ) x ? >> > £<b* 
20 C2-(2-tert-7h^>>*;V^-;i/7^y-4-lfU^;i/)-l-(3-^f-;V7x- 

;v)x* 7 >©<ftfc> b 2-(2-7;v^-p-4- k u y;i/)-i-(3-x^7 

7 7>(8.46 g, 36.9 nmol)feffi^T#%0iJl 9 fc^oT^bfcoD fc^tf-K* 
(3.03 g, 39.8 mmoDOT'-fe h- h VM50 h >(5.2 m 

L, 37.3 mol)*Jp*N 80°Cf 2 l$n^SS«^. SJ®®^»t:itt»**^ h V 
25 $AzK»*&&^ «ftBUfeBM5ltbfe» ^&ftfc@tt£7jciftl>bfc^ ft 
Mltzo «Uiii*x^y-^&lltSiiU-C«jWb^« 3.67 g(iR* 35 

feo 

Mj£ 214-218°C 0 
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##0J 2 6 

2-x^;i/-5-(2-7;u^-n-4-i^U^;i/)-4-(3-p<^;V7 3in;i/)-i,3-^-T\/-;v 

g, 29 mmoDfc^rD^vr^ K(2.7 g, 30 mol)<D HJhP*9- 
5 ;Wl/A7^ h*(30 mL)«£gST' 14 i$»#*S-tffco S^S^fcftK** 

^ = 4 : l)T^LT^M<b^tl3.3 g(JR* 38 

10 l H-NMR(CDCl3)d- : 1.64 (3H, t, J= 7.6Hz), 2.34 (3H, s), 3.10 (2H, q, J= 7. 
6Hz), 6.84-6.86 (1H, m), 7.05-7.09 (1H, m), 7.13-7.25 (3H, m)i 7.37 (1H, 
s), 8.10 (1H, d, J= 5.6Hz). 

• ##M2 7 

#%#J2 6fc*plX 2-^D^-2-(2-7;i/^-n-4-^U^;i/)-l-(3-p(5 : -;V7 3:- 
15 ;i/)x^^>^b*^Jfi©f^i*)?){3> 2-^D^-2-(2-7;^D-4-ei;^)-l- • 
(3-^DP7i-Mx^ >*fb**lHraEVV'C; TIBO##m^2 7* 

#%0J0Mb-&4& 2 7 : 2-xf;i/-5-(2-7^P-4-t: 'J ^)-4-(3-^ n d 7 ir 

;i/)-i,3-^T^-;i/ 

20 m& 102-103°C o 

2 8 

4-[2-x^;i/-4-(3-^ 5=-;V7 x =;P)-l f ^]~2- V U ^1/7- S 

Z-(Z-T $ J -4- 1: u ^;i/)-2-7n^-i-(3-^ xx;v)x* ^ >JMb2lcsH 
25 m(125 g, 0.323 w>l)£?7t7°tiv:*>7* h*(28g, 0.314 mol)© N,N-S?p<*- 
)\,*)\,kTX h'(1200 DiL)iiSiSf 14 RMH*§S«fco «*mETl?@* 
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>-BMx-3-» = 1 : lUVcvX* mMibG® 76.0 g(JR* 82%)£f#fc 0 
M£ 144-146°C 0 
#%0J2 9 

5 ^tTIBO#%Wb^tl 2 9 t&o 

##Wb^tl2 9 : 4-[4-(3-p<f-;V7xr.;i/)-2-7°P^;V-l,3-5 : -T\/-;i/-5-l' 

Bluft 113-115°Co 
##0|J 3 0 

io . #%^J2 8fc*Pb> 2-(2-7 5 u y;i/)-2-^n t-l-(3-^ f;V7 z-;i/ 
. J V^bTK^^O^to D ^ 2-(2-T ^^-4-lf U^;i/)-2-^D^H3- 
• 7MP7 x^;v)x* y >^<b*3R^ 2-(2-T * J -4- tf u y;v)-2-^D^- 
l-(4-^nP7i-^)x^; >HflHk3Ktt& 2-(2-T^y-4-tf u^;i/)-2-^n . ' 
t-l-(3-x^;i/7 ir ; i/*|b«I, 2-(2-T^y-4-tU^;i/)-2- 
15 7n^-l-(4-7 ; ^^tomm^^^ 2-(2-T 
■ ^; -4- y y ;v)-2-7*d =e-M3'-( l-^ ^M^) 7 x-;i/]i^ y >9kttiim ' ' 

K«4 j en j ettfflVATTiBo#%wb'& i » 30-1-30-5 *^tfco 

##«^3 0-l :4-[2-x5 L ;v-4-(3-7;i/^-P7x^;i/)-l,3-9 : -7'y-;i/- 

5-Y;i/]-2-tr»;^;i/^^> 

20 Su£ 153-154°C 0 

##«^J3 0-2 :4-[4-(4-7Dn7xr;i/)-2-xf;i/-l ) 3-f7^-;i/-5- 

>r;u]-2-^';^;b7^y 

M 136-137°Co 

&%Mfc&fo 3 0-3: 4-[2-x^;i/-4-(3-x^;i/7 i-;v)-l,3-f 7^-;i/-5- 
25 4/l>]-2-KysWTS> 
lu£ 128-129'Co 

#%^Kb-&%3 0 - 4 : 4-[2-^5=-;i/-4-(4--7;^P-3-p<^;i/7x^;i/)-l,3-5 : - 
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Mti 134-135°Co 

##Wb-&%3 0-5 :4-[2-xf;H-[3-(l-^f;i/x^l/)7i-M-l,3-f 

Mti 80-81°Co 
5 3 1 

[5-(2-^>^;i/T^y-4-i^>J^;v)-4-(3-^^;i/7x^;i/)-i,3-5 : -T^-;i/- 

[5-(2-7;^P-4-tf u ^;i/)-4-(3-^^;i/7 x-;v)-i,3-f7^-;w 
7^X0.29 g, 1.0 mmol)^>^;i/T^>(1.2 mL, 11 mmol)©*g-&tl£ 150°C 

- mmhxmmb&m o.ie g($t* 4i%)$^ 0 

ftjft 178-179'Co . 
15 #^0>J3 2 

2-2£-&Efcbfco • 

###Hbl^93 2 - 1 : [5-(2-$/^P^^;VT^y-4-^U^;i/)-4-(3-^^;i/ 
20 7ixM-i,3-f7y- ;i/-2--f;i/]r^> 
M 168-169°Co 

#%Wb^-t)3 2-2 : [5-(2-S>^n^>^;i/T^/-4-lfU^;i/)-4-(3-X^;i/ 
7x^)-i ) 3-^?^-;v-2-'f;i/]7^> 
Mjft 169-170°C o 
25 3 3 

;i/]-2-^u^;i/7^> 

2-^;i/-5-(2-7;i/^-D-4-t:>j y;i/)-4-(3-^ f JV7 in;W-i,3-f 7^;-;v 
(0.48 g, 1.6 mmol)^>^P^>^;i/7^>(1.6 mL, 16 mmol)©*M-£$5£ 14 B# 
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^tzW^^mm^fM^nm^Lrmmit^ 0.19 g(w 33%)^^ 

o 

5 117-118°Co 

mm 3 4 

4-[4-(3-7 D D 7 ^~JV)-2-x.9-JV-l,Z-^-yJ-?V-5-^ ;k]-N-[(lS)-l-7 x 

4-(3-^DD7 x )-2-x^;i/-5- ( 2- 7 D -4- £ U Vft ) -1 , 3-f- T S J-)V 
10 (0.35 g, 1.1 mmol) J:(S)-l-7i-;Vx^75 >(1.4 mL, 11 mmol) 
. £ 150°CT- 16 ^^>§?g-ff^o BLfom^*£U£^ftfflLtz'&* Mffil%&7m • 

: Itfeo io%m-p<^y-;^MSfrMYb^ 0.27 g( 

Jfc* 56%)£f#fco 
15 fife^ 165-166'Co 
.#%#)3.5 

4-[2-x^;v-4-(3-^^;i/7 x-;i/)-i,3-^r^-;v-5->r;i/]-2-tf u 

20 >(0.80 g, 2.7 mmol) h^fc HD77>(8 mL)$f$fc, 7i^7-fefi^ 
nu H(0.47 mL, 3.0 mmoD^jp^ ft&*ifc$B£«rfc: b 'JxW5 X0.41 m 
L, 3.0 moDZmZtzo SW-^tf^^S-e 2 RtRBfrgi&tffco fSSUfcfibk*:*- 

25 ;v = 20 : i~ 4 : i)-c*M8iu 4 V7*d b:;wx— r^femBflsts c «k 

DSffiflJ^fe 0.75 g(JR* 67%)^fc 0 

iuft 107-108°C o 
#%#)3 6 
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###fb£« 6 :N-[4-[2-x5 L ;V-4-(3-^f-;i/7x-;i/)-l,3-5 : -T^-;U-5- 

M 103-104°C o 
5 ##0>J3 7 

##0d3 5fcSPl^ 4-[2-J-5 : -;i/-4-(3-^f-;V7x^;i/)-l 3 3-^T^-;i/-5-1 > 

;i/]-2-tr u ^;v7a >©<ftfc d 4-[4-(3-* ?-;i/7 xx;i/)-2-7p tf;i/-i,3- 
^T\/-;i/-5-'f ;i/]-2-^ U 5^1/7 ^ >\ 4-[4-(4-# do7 x - ;v)-2-x^;v-l, 
3-^ry-;i/-5-^;i/]-2-tfU ^l/T^ X 4-[2-xf;H-(3-7;VtD7xz;i/ 
10 )-i,3-^r\/-;v-5-^;p]-2-t?>J^;b:p^x 4-[2-xf;H-(3-xf;i/7x- 
;i/)-l,3-5=-7\/~;i/-5-^ ;i/]-2-lf U Wr%>&*XF 4-[2-x^;U-4-[3-(l-^ •■ 

T8BO##Wb : &«3 7-l'-3 7-5ft^ftbfco - 
##0Mb£*3 7-1 : N-[4-[2-7d t jH-(3-^f ;i/7 ix;i/)-l,3-f-7V- ' 



15 ;H-^M-2-K>JS?M7i-;i/7-b H 
M 109-lll°Co ' 

#%Wb^3 7-2 :N-[4-[4-(4-7DD7xx;v)-2-xf-;H ) 3-5 : -7^- 
;v-H;i/]-2-t'J^v]7xx;i/7t hT^ h* 
Kj£( 150-151°C o 

20 #%Wb-&% 3 7- 3:N-[4-[2-x5 L ;H-(3-7MP-7 x^V)-l ) 3-5 L 7^- 
' ;i/-5--f ;i/]-2-tf U 3W] 7 xx^7t 1- 7 ^ h* 
M 113-114°Co 

#%0Mb-&«l 3 7-4: N-[4-[2-x^;i/-4-(3-x^;i/7 xx;v)-l,3-f 7^/- 
;i/-5->T ;i/]-2-lf U 7 xx;v7t h T % Y 
25 155-156°Co 

&%m&Ql3 7-5 :N-[4-[2-x^;i/-4-[3-(l-p<^;Vx5 : -;i/)7x-;i/]-l,3- 

^7^-;i/-5-'f;i/]-2-t:u^;i/]7x-;i/7-b h7^ h* 

112-113'Co 
##003 8 
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N-[4-[2-xf;H-(3-^f;v7i-;v)-i,3-^7y-;i/-5-f ;H-2-tru^ 
4-[2-x^;w-(3-^^;b7xn;i/)-i,3-^T^-;i/-5--f;i/]-2-t:u^;vT^ 

>(0.50 g, 1.7 mmol) (Dy" h^h h*D 7^>(10 aL)$8$ftfc N 2-^7 ^ 
5 «^n'J K(0.36 ml, 3.4 mmol )£in;U ft £>ftfc$i£fclfc h iJx^l/T*^ 
X0.52 mL, 3.7 mmoD^JD^feo £j&?g<&«^ST* 10 #»§*g-l?ko » 

f^£fcfc£Dgi@fbl^ 0.56 gOR^s 82%)*^fco 

Su& 102-103°g o 
##0!l3 9 

15 ##0iJ3 8£*PlX 2-ft7i>*;i/»^DiJ 3-^^-731 

ni>h\ 3-7;i/:f d^W^^p U b\ 4-7;i/^-n^>V f W;v^D 'J K£J;t>* 

K£^ave*UElvt\ T§B©###Hbl^ 3 9 - 

1-3 9-6££-fi£bfco 
20 ##Wbl^$J3 9 - 1 : N-[4-[2-x^;i/-4-(3-X5 : -;i/7^-;u>l,3-^T^- 

;w5-^;i/]-2-e u V)v]-z-3-*y x>*;i/^^^ h* 

Hi^ 99-101°C o 

#^Wb^%3 9 - 2 : N-[4-[2-x^;i/-4-<3-^^;i/7.x-;v)-l,3-^Ty- 

;i/-5--f;i/]-2-try^;v]-4-^ h^^>X^^ K 

25 !u& 124-125°Co 

##Wb^3 9-3 :N-[4-[2-x^H-(3-^f;i/7xxjV)-l,3-?-7^- 

>>i/-5 — r ;H-2-e 'j i;;u]-4-p<^;i/^>X7*^ h* 

Hu£ 105-106°C o 

#%0Hbl^i> 3 9 - 4 :N-[4-[2-xf-;i/-4-(3-^^;i/7^-;u)-l,3-5 : -T^" 
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;i/-5--f ;v] -2- K'jy;i/]-3-7;vtP^>X7^ h* 

Witi 101-102°Cc 

#*Wb-&«l3 9 - 5 : N-[4-[2-x^;i/-4-(3-^^;i'7i^;i/)-l,3-g : -Ty- 

5 m& iio-iirco 

#*0Mb£«f3 9 - 6 : 3,5-i;^Dn-N-[4-[2-xf;H-(3-^f;i/7ix;i/)-l 
>^:?V^-5HVl/]-2-fcf'J^;i>]^>X:P$ K 

®U& 77-78°Co 
##$|4 0 

10 3 8 tip 2-ft7i>A^-Hn U KCDftfeD fc^W>f ;i/ 

7D'J h*£, 4-[2-if;H-(3-^f;i/7i^;i/)-i,3-f7^-;H-^;H-2-i; 
y"5M/7$ yo^M fc\ 4-[4-(4-^ d p 7 xr^j^-i^-i^-f 7^;-;i/- 
5--f ^/]-2-K»; 4-[2-if;H-(4-7.;i/tP-3-^^7i^;k 
)-l f 3-^TV-;w5->f ;i/]-2-KUy;i/T^ >**ft*ft;sivc> •,"FfB©#^^ 

15 <b^4to4 0-1 *5J;t54 0-2^fifebfco 

##0Mfr&«J4 0 - 1 : N-[4-[4-(4-7PP7x^;k)-2-xf;i/-l,3-^7^- 
- - ^-5 — f ;i/]-2-K U y^]^->X7 ^ K 
Bj& 138-139°C 0 

##0Mb#fM 0 - 2 : 1-[4-[2-if;V-4-(4-7MP-3-/f;i'7xz;i/)-l ) 
20 3-^T^-;V-5->f;i/]-2-^U^l/]^>X^^ h* 
108-109°C o • 
###)4 1 

N-[5-(2-^>^;i/r^ y-4-bru ^;i/)-4-(3-^^;i/7 xx;i/)-i,3-^7>\/- 
;i/-2-^;i/]-n^>7 > ^ h* 
25 [5-(2-^>^;i/7^7-4-^U^;i/)-4-(3-p<^;i/7x-;v)-l,3-^T\;-;i/- 
2->f;i/]7S>(0.52 g, 1.4 mmol)£: 4-^^^;VT^y brU^>(0.051g 3 0.42 m 
■ol)0 N.N-^^l/T-fe K(10 BL)tttt(C^ ^y^f^pi; 
0.37 g, 2.1 imol)%SD^ N 80°CT* 14 ftfflfrSStffco SfBl^lCMI^ 
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4»0.28 g(lR* 59%)*mt£o 
m& 220-222°C o 
#%#J4 2 

5 6-^Pn-N-[5-(2-S/^D^>5 : -;bT^y-4-t:U^;v)-4-(3-^^;b7^-;i/ 

[5-(2-> ^ p ^.>^;i/T ^ y -4- tr 'J ^;i/)-4-(3-^ x-;i/)-l,3-^yy 
-;i/-2-^;i/]T^>(0.50 g, 1.4 moi)t \-v*3-)\/tk; K»;y>(o.o5Zg, o 

.43 mmol)© N.M-^^f-^r-fe hT5 K(10 niDSBftt^. 
10 P'j b*«ig(0.46 g, 2.1 mol)*JD* s 80°Ct? 14 B#ltgfrt$gi?fco Rl&m& 

= 4 : DtiSU ^fiatfclg'S^^^-^&fHK 
'" ' iltT««'fb«&*lb.30 'g(jfe* 42%)£f#fco 
15 jRjft 211-212°Co 
'#%0J4 3 

#%0"J4 2«IX [5-(2-i/^D^>5 : -;i/7'$y-4-lfU^;i/)-4-(3-^5 : -;i/7 

y -4- v. u )-4-(3-^ x-;i/)-i, 3-^T^— ;i/-2->f r 5. jawt 
20 , TIB©#%Wb^4 3^figbfc 0 

&mmtt&®± 3 :6-^PP-N-[5-(2-5/^D^Sy;i/T^y-4-tU^;V)-4-( 

3-^f-;V7x-;i/)-l J 3-f7 i ;-;H-^;i/]-3^>75 h* 

M 255-256°C 0 
###J4 4 

25 N-[4-[4-(3-^^;i/7x-;i/)-2-(l-p<^;Vb:^U^>-4-'i';i/)-l,3-5 : -T^- 

N-[4-[l-^P^E-2-(3-^5 : -;V7x^;i/)-2-^^Vi^;i/]-2-tf>J^.;i/]^>X 
KIMb7K*iWa(0.60 g, 1.2 mmol)fc l-*^;i/^U ^>-4-#;i/tf^:7 
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5 h*(0.19 g, 1.18 mmol)© N,N-S^ f-KMATK K(20 JsL)®m*gMT* 14 
o Si4*7A^PVh^77^-(^i Chromatorex NH DM10 20 (iSS^ 

§^x^;i/-eB^tts mmh&to 0.26 g(jR* 46%)&*#fc 0 

M 151-152°Co 
#%$]4 5 

#%0|J4 4 idifl C N-[4-[l-7Dt-2-(3-^f;i/7i-;V)-2-^^rVxf;V]- 
5 h*5Mb**KffiO*to D N-[4-[l-:/n^-2-(3-*nn 
7i^l/)-2-^Vx^i/]-2-tUi;;i/]^>X7^ K^b7jc^J!MSMV^TT 

##Wb^4 5 :N-[4-[4-(-3-^DD!7x^;i/)'-2-(l'-7<^;i'tf^U^>-4-^ 

jv)-i,3-f7^-;v-5-^;H-2-t'j^;H^>X7^ h* 

M 125-127°C 0 

3 2-4 5 Lfc<fb-&«Sl 1 £ £ 2 „ 
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R* 




V-R 1 
R a N 



W 



32-1 -HQ 
32-2 — Q 
33 -O 



34 
35 
36 

37-1 
37-2 
37-3 

37-4 
37-5 
33 
39-1 



-CH a Ma 




•NH- -NH a 



-NH- -NHa M \y~ 



-NH- -CH a Ma 
(S) .CHMe- -NH- -CHaMa 
-CH a CO. .NH- -CH a Ma 



M< 



a, 




V 



Mo 

-CO- -NH- -CH 2 Ma 



-CH a CO- -NH- -(CHa) 2 Ma 



-CHaCO- .NH- -CHaMa Cf-^__ 
-CH a CO- -NH- -CHaMa 

MaCHa 



b- 



— Q -CHaCO- .NH- -CHaMa 



-CH a CO- -NH- . -CHaM< 



Ma 



-CO- -NH- -CHaMa 



-CO- -NH- -CH 2 Ma 



M< 



M 




168- 169 

169- 170 
117-118 

HCI 165-166 

107-108 

103-104 

109-111 
150-151 
113-114 

155-156 
112-113 
102-103 
99-101 
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U2 




R 3 M 



w 



3^2 — ^^-OMa -CO- -NH- -CH a Ma 
3M — Oh*** -CO- -NH- -CH a Ma 
-CO- -NH- -CHaMa 



39-4 
39-3 

39- 6 

40- 1 
40-2 

41 

42 
43 
44 
43 



F -CO- -NH- -CHaMa 



,CI 



CI 



V 



M 



V 



M 




Ma 



-o 
-o 



•CO- -NH- -CH a Ma 

-CO- -NH- -CH a Ma 
-CO- -NH- -CHaMa 

-CH r 4IH- -NHCO-^J 
•NH- .NHCO-^^-CI 
-NH- -NHCO-^j^CI 
-<>Ma 
— (3*Ma 



-CO- -NH- 



-CO- -NH- 



124- 123 
103-103 
101-102 
110-111 

77-73 

133-139 
103-109 

220-222 

211-212 

255-258 

151-152 

125- 127 
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mm 4 6 



5 n U TIB©##Wb^t)4 6 - 1 ~ 4 6 - 6 fc^-ffct 

##Mb£^4 6 - 1 : N-^W^;!/:t*d]^ W ^ > 

'H-NMR (CDC1 3 )£: 1.40 (3H, d, J= 6.0 Hz), 2.15 (1H, d 5 J=3.2 Hz), 2.52-2 
10 .67 (2H, m), 7.40-7.61 (3H, m), 7.98-8.07 (2H, m). 

##Wb-^4 6-2 :N-(3-p< ;i/)7"p.fc? VX/A X > . 

mm* 

^-NMR (CDCl 3 )tf: 1.40 (3H, d, J= 5.9 Hz), 2.14 (1H, d, J=2.9 Hz), 2.52-2 
.65 (2H, m), 3.86 (3H, s), 7.10 (1H, ddd, J=l.l, 2.6, 8.4 Hz), 7.37 (1H, 
15 dd, J=8.4, 7.3 Hz), 7.55 (1H, dd, J=1.5,. 2.6 Hz), 7.63 (IE, ddd, J=l.l, 
1.5, 7.3 Hz). 

##Mb£^ 4 6 - 3 : N-(4-^< ^;i/^>7-f )V) 7°p If V W 5.- > 

'H-NMR (CDCl 3 )d : 1.39 (3H, d, J= 5.5 Hz), 2.12 (1H 3 d, J= 2.9 Hz), 2.42 
20 (3H, s), 2.50-2.62 (2H, m), 7.25 (2H, d, J= 8.1 Hz), 7.92 (2H, d, J= 8.1 
Hz). 

##^Kb-^ti4 6-4 :N-(3-:/p^W^;W:7-p^I/W ^> 



mm** 

l H-NMR(CDCl 3 )d : 1.40 (3H, d, J= 5.2Hz), 2.16-2.18 (1H, m), 2.53-2.65 (2H 



WO 02/062792 



PCT/JP02/00828 



, ■), 7.34 (1H, t, J= 7.9Hz), 7.65-7.71 (1H, ■), 7.95 (1H, d, J= 7.9Hz), 
8.16 (1H, t, J= 1.8Hz). 

#%0Mfr&0N 6 - 5 : M2,-^-7 ^ytD^~)l)rv^]y>^ K> 

5 »H-NMR(CDCl3)tf : 1.43 (3H, d, J= 5.2Hz), 2.14 (1H, d, J= 3.6Hz), 2.56-2.7 
2 (2H, m), 7.08-7.16 (1H, m), 7.53-7.60 (1H, m), 7.75-7.81 (1H, m). 
#t«W5^»4 6-6 :N-(4-7;i/^-D^>V^;V)7°Ptri/>-r ^> 

1 H-NMR(CDCl 8 )<y : 1.39 <3H, d, J= 5.2Hz), 2.14-2.15- (1H, m), 2.52-2.63 (20 
10 , m), 7.08-7.19 (2H, i), 8.00-8.10 (2H, ■). 

##0U 1 (CiplX N-(3-^^;^>^^;i/)7 , Dl^l/>-Y K><Dttt>*)iZ N-( 
15 ##Wb^4 7 : l-(4-7M0 7 i-;i/)-2-(2-7MD-4-tf 'J V J 

Huft 100-iorCo • 

###|4 8 

20 W'f ;i/:/niri/W M4-7;^P^>v^;v)7*Dt:i/W N-( 

3-7n^>\/^;i/):rp^l/W N-(2-5 L ^-7x>*;i/^r.;i/)rnifl/ 

w^>, n-(3-^ ^>^w-oi/):7Pt:i/W n-(4-^^;v^> 

^;P)7DtUW $>*%Mtim^Xs Tf3©##Wb^l4 8- 1~4 

174 



WO 02/062792 



PCT/JP02/00828 



|MS«Kb^«4 8-l : 2-(2-tert-7 h^#;^-;^^-4-tfU 
Wtfk 162-163°Co 

##0!Hb£tK 8-2 :2-(2-tert-^h+^*;i/^-^7^y-4-bf';^;i/H-( 
139-141°Co 

##0!Hb£tJ 4 8 - 3 : l-(3-7'D ; E7x-;V)-2-(2-tert-^h^^*;^-;i/ 
HUM 132-133'Co 

10 #40!Kb&4b4 8 - 4 : 2-<2-tert-7* y -4- If U 

M 161-162°C 0 

#%Wb#»4 8 - 5 : 2-(2-tert-^>^>>^;U^-;i/T^ y-4-lf U 

15 Muft 99-100°C o 

#^#fb#»4 8 - 6 : 2-(2-tert-^h^r^*;i/^-;VT^ y-4-tf U 

Muft 137-138°C 0 
#%#I4 9 

20 ###11 9fc*Pl^ 2-(2-tert-^h=¥^*;i/^-;bT^y-4-tfU^;i/)-l-(3- 
p< i-Mi^ y >©ftfc> D £ l-(4-7;M-ti 7 zr;i/)-2-(2-7;i/tD-4- 
t'J^x^;^ l-(3-7P ; E7xr:;i/)-2-(2-tert-7h^i/*;i/^-;i/7 > ^ 
y -4-tTU y;i/)x^ y >, 2-(2-tert-7* h #J/*;i/#x;i/T * J -4-tf 'J $W- 
l-(4-7MD7i-il/)x^;X 2-(2-tert-7h^ri/*;i/^x;i/7 , ^y-4-tf 
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>; ^;i/)-i-(4-^ f;v7i-;Mx^; x 2-(2-tert-:/ h *$/#;i/^x;i/:p ^ 

J -4-K U x - y X 2-(2-tert-7 r h 3^>:ft;i/#-;i/7' 5. y -4- 

'J ^;i/)-l-(2-^x-;i/)^^ J 2-(2-tert-^ h^^>^;i/^-;i/T ^ 

y-4-^i;y;U)-l-(3-^ h^S/7x^;V)ai^y >^^n^tlfflV^T^ TI3©# 
5 ##Hb£tl 49-1-49-7 *%tl?tl-&f& Ltcio 

##^Kb^4 9 - 1 : 2-^D^-H4-7;i/^-D7xn;i/)-2-(2-7;i/^-d-4-tf 

^H-HMRtDMSO-d,)^ : 7.16 (1H, s), 7.37-7.54 (4H, m), 8.11-8.24 (2H, ■), 8. 
10 30 (1H, d, J= 5.0Hz). 

4 9-2 :2-(2-r^y-4-tfUy;V)^2-^D^rl-(3-^P ; E7x^ 

##0Wfe£*4 9-3 : 2-(2-7$y-4-t 'J ^)-2-^Dt-l-(4.-7MD7i 
15 ^;v)x# y >JKb*3Rtttt - ' : 

M 171-172°Co 

#^Wb^l4 9 - 4 : 2-(2-T ^ y-4-tf U ^;i/)-2-rn^-l-(4^^;i/7 xx 
Hjft 200-201°Co 

20 #%Wb£-tj4 9-5 : 2-(2-T ^ y-4-bT U ^;i/)-2-^D^-l-7 x y 
jgbft 155-156 e Co 

&%W\&m4 9-6 : 2-(2-7^-4-^iJ^I/)-2-7'Df -l-(2-?-i-;i/)x 
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Mffi(DMS0-d 6 )<? : 6.96-7.09 (2H, ■), 7.24 (1H, s), 7.32-7.43 (1H, m), 7 
.98 (1H, d, J= 6.6 Hz), 8.12-8.36 (2H, m). 

##0Ms-S4fo4 9-7 :2-(2-T^y-4-t^';^;i/)-2-^D^-l-(3-^ h^7i 
5 n;i/)x^^>|MtaMRWtt 
SuS 205-206°C o 
###J 5 0 

10 0- 1-5 0-3*-£fifcbfco. 

• ■•• ##Wfb^fc5 0-l :4-0X^;U^)^^>xCT^ h* "•• 
176-178"Co 
#MT0Wb^5 0-2 :^*;*WP7S K 

15 l H-NMR(CDCl 3 )<? : 0.94 (3H, t, J= 7.3Hz), 1.31-1.49 (2H, m), 1.68-1.83 (2H 
, m), 2.67 (2H, t, J= 7.7Hz), 6.92 (1H, br s), 7.73 (1H, br s). 
##Wb-£tJ 5 0-3 : xf;i/ 

^-NMitfCDClj)^ : 1.31 (3H, t, J= 7.1Hz), 3.85 (2H, s), 4.22 (2H, q, J= 7. 
20 1Hz), 7.74 (1H, br s), 8.92 (1H, br s). 
##0>J5 1 

^m^M 3. 21 g, 27.4 mmol)©»^h^b h'P 7^X100 mL) 
mmz£}-V>MM(lwesson' s reagent) (6.10 g, 15.1 wno\)*Mz.s 2 I$f3 
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jb^VA 7 D7 F ^7 7 - (A^Pt >-i|if = 4:1-2: 1)T?*MH 

u >r V7-p^;^-^ct D^ft^-&taS'fb-» 2.92 g(w 80%)%m 

5 fco 

M 60-62°C o 
###15 2 

###12 5tCipb\ 2-7*P^-2-(2-7;i/^P-4-tfU^;i/)-l-(3-pWU7x^ 
. y >^fb7j<m^©ttfc> D £ x 2-7P^-H4-7;i/tf p 7 x^»-2-(2- • 
10 7;i/#P-4-£ 'J y >mh7mWM%m^x, TiB©###Hb'&t) 5 2 

#%Wb^"tl5 2 : [4-(4-7;i/^-P7x-;p)-5-(2-7;V^P-4-^';^;i/)-l, 

M 243-245°Co 
15 ###15 3 

###J2 5»b\ ^^CDf^fcDt^ K-*zf-)l3-*mm*Pfl^Ts TIB© 
#%#Kb^tl5 3 ^^bfe 0 

###Kb^i5 3 : N-^^;u-[5-(2-7;^P-4-bru^;i/)-4-(3-7<5 : -;i/7x^ 
;i/)-i,3-^:^-;i/-2-^;i/|T^> 
20 iu& 186-187'Co 
###J5 4 

7^]/ 2-T^7-2-5 : -^^rV7'-fe^-h^J:tJ ? x5 : -;i/ 3-T^7-3-^=¥V7'P 
h *%ti?tim^X, TI3©###Kb^ 5 4- 1-5 4-3 £i^j$bfc 
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o 

5 1 H-NMR(CDC1 3 )(5' : 0.98 (3H, t, J= 7.3Hz), 1.39-1.59 (2H, m), 1.76-1.92 ( 2H 
, m), 2.34 (3H, s), 3.04 (2H, t, J= 7.4Hz), 4.14 (2H, br s), 6.44 (1H, s 
), 6.56 (1H, dd, J= 1.5, 5.4Hz), 7.09-7.26 (3H, m), 7.41 (1H, s), 7.96 ( 
1H, d, J= 5.4Hz). 

#fWb£-$)5 4.-2 : xg^;i/. [5-(2-t^ y-4-t U ^;i/)-4-(3-7^;l/7 ^x 
m& 147-148°Co • 

##Wb^ 5 4 - 3 : xf-;i/ [5-(2-T^ y-4-tf> ) V)l)-4-(Z-*?)V7 
;v)-l,3-^T^-;i/-2--f ;i/]r-tz^- h 

lU& 128-129°Co . 
15 ###| 5 5 

#%fiJ2 8 WD, 2-(2-T^y-4-tf'J^;v)-2-^P^-l-(3-^^;i/7ix;b 
y ^bzklUMcttto D fcu 2-(2-T ^ y-4-tf y ^;i/)-2-^P^-l-(3- 
. ^DD7ir;Hi^ >AflttkJlfflWIU 2-(2-^V-4-tf i;^)-2-^p^E-1- 

(3-^p^7 i-Mx^ j y^^mmm, 2-(2-^ ^ y -4-t: y ^;u)-2-^p 
20 ^-l-(4-7MP7i^)x^; >^b7jc^^ 2-(2-^y-4-tfU^;iO- 
2-7 P ^E-l-(4-^ ^-;V7 irjV)x^ y 2-(2-T 3. y -4-tf u ^ 

jvH-rDH^xxjn^; >^b7.kff^&s 2-(2-r^y-4-^u^;i/)-2- 
7P^-l-(2-5 : -x-;i/)x^y>^b7K^^ < tt>* 2-(2-^^y-4-tu^;v)- 

2-7p^-i-(3-^ Y^-^y j y^ihymmu^Mfim^xrm 
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55-1-55-7 bfeo 
#%Wb^ 5 5-1 : 4-[4-(3-7 DP7 xr.;i/)-2-x^;V-l,3-5=-^^-;i/- 
5-^;i/]-2-tfU^;i/T^> 
M 132-133°Co 

5 #%0!Hb-»5 5 - 2 : 4-[4-(3-^D^E 7 ir;i/)-2-i^;i/-l,3-f 7^-^-5- 
132-1 34°Co 

#%Wbl§rt)5 5 - 3 : 4-[2-i^H-(4-7MO 7 x-;V)-l,3-f-7y-;V- 

10 Suft 140-14rC o 

##Wb^5 5 - 4 : 4-[2-^^-;i/-4-(4-^5 : -;i/7xX;i/)-li3-^T^-;i/-5- 

^;i/]-2-tfU^;i/T^> 

Si& 126-127°Co 

###Hb-&tJ 5 5-5 : 4-(2-^^;v-4-7 x^;i/-l,3-f Ty-;i/-5-^;i/)-2-t? 
15 U^;i/T^> 
HUM 158-159'Co 

#%Wb^5 5 - 6 : 4-[2-^^;i/-4-(2-^^;V)-l,3-9 : -7'^-;U-5-^;i/]- 
■ m& 159-160°Co 

20 #%Wb-&%5 5 - 7 •: 4-[2-^f-;V-4-(3-^ h=^>7 xz;v)-l,3-f 

5-*f;i/]-2-KU$w^> 

»u£ 130-131 o C„ 
5 6 

#%#J2 9£ipU 2-(2-T^y-4-t';^;i/)-2-7D^-l-(3-^5 1 ;i/7x^;i/ 
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)x* J >|Mh**Wtt©f^*) D fc> 2-(2-T 3. J -4- 1: u ^;v)-2-7d^-i-(3- 
^ p p 7 i^Mx^ y >JWb*£Rffi£M^TTfB©#%0^<&«i 5 6 
Ltco 

5 6 : 4-[4-(3-^PP7xr:;i/)-2-7 P Ptf;i/-l J 3-5 : -T^-;V-5-f 
U 99-100 e C o 

10 ##^Kb*&% 5 7 - 1 & J: t>* 5 7 - 2 *-&fiRbfc 0 

1- i,3-7-7V-;i/-5--f ;H-2-k u ^ > 

Bbft l83-l84°Co 

#%Wb#%5.7-2 :x3M/ [5-(2-7 , ^y-4-trU^;VM-(3r^0P7xr: 
15 ;b)-i,3-5 i 7'\/-;b-2-r;i/]T-fe^-h 
154-155°C 0 
#%#| 5 8 

[5-(2-T^y-4-^u^;uH-(3-^^;u7xx;i/)-i,3-f-T^-;u-2-f 

20 [5-(2-T^y-4-tfU^;i/)-4-(3-^^7x-;v)-l,3-^ry-;i/- 

2- f;V]7-te£-b(7.00 g, 19.8 mmol)Oi^y-;v(40 mL)^W{^ IN-*® 

2N %gft(20 ■L)-C*t«»l/fc^ 4mtfeS^*5^bfco 
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$U& 132-133°C 0 
##0!) 5 9 

)-l,3-f7^W;i/]7t^-h0ftfcDI:, x^^l/ [5-(2-T^y-4-tf 

5 ij^;W-4-(3-^f;i/7i-;i/)-i,3-^7^-;i/-2->f;i/]A;i/#^i/u-h^j; 

Vx^;V [5-(2-7* ^ U ^;V)-4-(3-7 D P 7 xr:;i/)-l,3-^T^-;i/- 

2-f;^]7'-^r^-^^^tL : etlffiV^TTI3©#%^Kb'erfJ5 9-l£J;t>*5 9- 

##Wb^5 9- 1 .: 5-(2-7 ^ ;-4-K U ^;i/)-4-(3-^ ?;V7 i^M-1,3- 
10 ^T^-;i/-2-*;i/tf>M 
•• M 135-136°C 0 

##0!Hb£^5 9-2 : [5-(2-T^y-4-^U^;i/)-4-(3-7DD7xr.;i/)-l,3- 

^T^~;u-2->f;i/]^ 

15 ###]6 0 

4-[2-^ 77V-4-(3-^ 7 x^H, 3-^7-y-;i/-5-^ ;i/]-2- tf g ^ > 
[5-(2-r 5. y -4-t: u $W-4-(3-p<77i/7 x -;v)-i,3-^T^-;i/-2--f 

^(5.0 g, 15 minol)£ 150°CT* 15#»£*g-»ffco MtMlfei; ««l 

20 nm^xm^it^} 4.0 g(w 93%)£t#fc 0 

• 152-153 0 Co 
###|6 1 

###|J6 0\zl$Ks [5-(2-T^y-4-lfU^;V)-4-(3-^^;V7xx;i/)-l J 3-^ 
77-;i/-2-^ ;V]lM©fS*> «5 Id, 5-(2-7 $ J -4-tf U ^^)-4-(3-^ 771/7 x 
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^;p)-l,3-^7y~;i'-2-^;^>^cl:y f [5-(2-7'^y-4-^';^;i')-4-(3-^ 

- 143<J;t>*6 l-2*^bfeo 

##Wb^tl6 1 - 1 : 4-[4-(3-^f-;i/7x-;i/)-l,3-^T^-;i/-5-^;H-2- 

5 

M 91-92'Co 

##Wb^6 1-2 : 4-[4-(3-^DD7i^;i/)-2-^^;i'-l,3-^7'y-;i/-5- 

<Oi/]-2-eu^;i'7^> 

. . mu& 142-143 a C 0 
10 #M£#!16 2 

##0J 3 3 £ip 2-x5 L ;i/-5-(2-7;i/^-D-4-tfU ^)^4-(3-^5 : -;i/7x- 

;W-i,3-^y-;i/©tt£>!)^ N-^;i/-[5-(2-7;M-p-4-t? 'j^;i/)-4-(3- 

^^;l/■7xr:;l/)-l,3-^T^-;^-2-^';^]T^>^fflV^T^ TiB©##Wb£t) 

15 Wb-S-ti 6 2 : N-^^;i/-[5-(2->>^n^>^;kT^ y-4-t^y ^;i/)-4-(3- 

Su£ 170-172°Co ' 
. ###16 3 

#%0iJ 6 2 « U S/^D^>^-;i/T^>©^t>D^ >>^P^->;V7^> 
20 £ffiV>Ts TiB©##Mbi^6 3££$bfc 0 

##Wb^-tl6 3 :N-^^;i/-[5-(2-^^D^^i/;i/T^y-4-^U^;i/)-4-(3- 

^ 5=-;i/ 7 ^ )-i , 3-5=- 7 V-;i/-2--r ;H t ^ > 
jgu& 211-212°Co 
###16 4 
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#%0J6 3fcSpUx N-^^;v-[5-(2-7;i/^-D-4-^u^;i/)-4-(3-^g : -;v7x 

, Z-3-7"J-)V-2-J )l]T$.> <Dttt> D [4- (4- 7WP7x =.)]/)-$- 
¥)]/)-UZ-3-?V-)V-2,-4))/]7% >> 2-x?-;i>-5-(2-7;i/ 

^-D-4-t:';y;V')-4-(3-p<9 L ;V'7x^;i/)-i,3-^Ty-;i/*5«kt>* 4-(3-^dd7 
5 x^;i/)-2-oi^;w5-(2-7;v^-n-4-^ U ^;W-l,3-^7^-;i/£*tiWio 

-C, TfBO#%Wb^l 64-1-64-3 ft^flK b fee 
##0"Mb£-tJ 6 4 - 1 : [5-(2-^^P^\^S>;i/7 ? ^ y-4-tf ^;i/)-4-(4-7;M- 
d 7 ir;i/)-i,3-5 L 7y-;H-'f ^ > 
194-195°C 0 

10 #*0!Mtl#»J 6 4-2: P^^^>;i/-4-[2-x^;W4-(3-^5 L ;i/7 x^;b)- 

i,3-^Ty-;i/-5-<f ;i/]-2-tf U V)vr % y 

m& no-ii2°Co 

i,3-^T^-;i/-5--r ;b]-2-tr y P)vt > 

15 M 106-107°C o 

6 5 

4-( 3-^ 7 x )-i , 3-^t V-fr-s-j M-2- 1: u 5. x n->7d^ 

20 ^$/;i/-4-[2-x^;i/-4-(3-^5 : -;i'7xx:;i/)-l,3-f-7'y-;i/-5--l';i']-2-^'; ^ 
)VT ^ X N-p< ^-[5-(2-i/7 K J -4-t: y ^;v)-4-(3-^ ^;i/7 

xz;v)-i,3-^7^-;h-^;H7^ >*5«kt>* N-^^;i/-[5-(2-^>7n^>>;i/ 

7^7-4-lfiJ^l/H-(3-^^7i-;b)-l J 3-5 1 7^-;V-2-'fM7^>^^ 
TI3®##Wb^l 65-1-65-4 £^Lfc 0 
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##0"Mb-&t) 6 5-1: N-[5-(2-$/* u^y^)VT K J -4-K U ^;i/)-4-(3-^^ 
;i/7jx;i/)-l,3-5 1 7^-;H-fM-3f>75 b* 
Hbft 201-203°Co 

#%0Mb#&6 5-2 :N-[5-(2-^^D^^r^T$y-4-lfU^;i')-4-(3-^5 : - 
5 i^;i/)-l,3-f M-nf >7 ^ K 

g&£ 215-216"Co 

#%0Mb£*l6 5-3 :N-^^;i/-N-[5-(2->^D^>^;i/7^y-4-lfU^;i/)- 
4-(3-^f;i/7xr;v)-l J 3-f7y-)H-^;i/]-3f>7^ h* 
Hlj& 135-136°C 0 

10 ##^Hb^6 5-4 :N-^¥-;V-N-[5-(2-^^D^>>;VT^y-4-^U : ^;i/)- 
4-(3^^V7i^;V)-l,3-f7V-A-HM-3f>7^ 
M£ 148-149°C 0 
#%#|6 6 

15 ;>fMP'j fW*W6^ ;>fM0ij 

*Mhm WT\ TIB©##Wb^ 6 6 - 1 & J;t>* 6 6 - 2 fc-^Lfco 
##Wb^6 6-1 :N-[5-(2-i/^n^>^;i/7^yH-lf';^;i/)-4-(3-^^ 
;i/7i-;i/)-l,3-f7y-;H-^;V]-6-^^V-nf->7U* 
gfuft 213-214°Co 

20 ##Wb^6 6-2 :N-[5-(2-^^D^>^;W7 ? ^y-4-brU^;P)-4-(3-^5 : - 
;i/-7x-;u)-i,3-^T^-;i/-2-^;u]-6-^ h^^^nf->r^ h* 
llbft 219-221°C 0 
6 7 

#$08 6 6fcsf?b, [5-(2-i/^P^>^;i/T^y-4-u'j^;i/)-4-(3-^^;i/7 
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y-4-£ "J s;^)-4-(3-^^7 z^)-l,3-f7y-M->f^]7 ^ >:fe £V N- 

^T^-;i/-2->f ;V]7*^ VMJvetlMl^ TIB®#%0!Wb#«J 6 7 - 1~6 

5 7-3*£#Ufco 

##Wb£t!6 7- 1 : N-[5-(2->>^D^i>;i/T^y-4-^ U^;V)-4-(3-^^- 

;V7xr:;i/)-l > 3-f-r^-;W2-l';i/]-6-^^;i/r.=i^>T^ K 
HU& 242-243°Co 

#%Wb^6 7-2 :N-[5-(2->^n^.>5 L ;i/r^^-4-^.U^;i/)- i 4-(3-^^ 

io ;P7i^^)-i J 3-f7y-;i/-2-'f;v]-N ) 6-^^f;i/-3f>7^ h* 

"M 176-177°Co-: 

#%Wb-&U 6 7-3 :N-[5-(2-^^D^iy;i/T^y-4-KU^;i/)-4-(3-^^ 

. Su6 191-192'Co 
15 6 8 

###13 5 tsp^ 4-[2-^;i/-4-(3-^^-;i/7x-;i/)-i,3-5 : -Tv r -;i/-5-r 
• ;i/]-2-K'J^;i/7*^>©ttfc>!>fc:> 4-[4-(3-7Dt7i-;i/)-2-xf;v-l,3-^ 
T^-;i/-5--r ;i/]-2-eu 5. x 4-[4-(3-7 d p 7 x -;i/)-2-x^;i/-i, 3- 
^r^-;i/-5--f ;i/]-2-t: u s^i/T ^ x 4-[4-(3-7 d □ 7 x^;i/)-2-/f;b-l, 

20 3-^T^-;i/-5^ ;i/]-2-^U 4-[2-7*fM-(3-^^7±-Jl/)- 

i,3-?-7'^-;i/-5-^ ;i/]-2- 1: y ^ > N 4-[2-^;v-4-(3-^ ^7x^1/ 
)-i,3-^ry-;i/-5->r;i/]-2-if';^;i/T^>s 4-[4-(3-^^i/7xzjv)-i,3- 
^7*^-;i/-5--r;i/]-2-^ >; 4-[2-x^H-(4-7;i/tD7ir;v)- 

l,3-?-:P\/-;i/-5H' ;i/]-2- tf U S^T 7 ^ X 4-[2-x^;W4-(4-^ f^7x^l/ 
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7^-;i/-5->T^)-2-K U SWTS >:feJ:tF 4-[2-x^;i/-4-(3-^ h^f^7i-;i/ 

^-^6 8-1-6 8-1 O^^bfeo 
5 ###Hb£* 6 8 - 1 :N-[4-[4-(3-^D^E7x-;V)-2-3i^;i/-l,3-^7'y- 

m& 97-99°C 0 

#%Wb^t) 6 8-2: N-[4-[4-(3-<7 DD7 iz;i/)-2-xf;V-l,3-f 7V- 

10 lll-112-Co 

#%0!Mb£tl 6 8-3: N-[4-[4-(3-^D07i^l/)-2r^?M,3-f7^- 

99-10rCo • • 

#%Wb^*6 8-4 : N-[4-[2-^;i/-4-(3-p<^;i/7 3i.-;i/)rl,3-^T^" 
15 ;v-5-^;H-2-^i;^]7i^7t h7^ K 
92-93°Co 

#%Wb^%6 8 - 5 :N-[4-[2-^^-4-(3-^?-;i/7i-;»-l > 3-f7^-- 
• ;i/-5-^ ;i/]-2-tf U SW] 7 iz;i/7t h 7 S F 
Huft 114-115°C„ 

20 #%Wb-&%6 8 - 6 : N-[4-[4-(3-^^7x- ( )l/)-l ) 3-f 7^-;w5-^jl/]- 

2-tr y $>;i>] 7 x^;i/T-fe b t \ Y 
135-136°C 0 

##Wb^6 8-7 :N-[4-[2-3i5 L ;i/-4-(4-7;b^n7x-;i/)-l 3 3-^7'^- 

;i/-5-^ ;i/]-2- t? u sw] 7 x^v7t h t ^ Y 

187 



WO 02/062792 



PCT/JP02/00828 



178-179°Co 

##Wb-a- ; l5 6 8 - 8 : N-[4-[2-x5 L ;i'-4-(4-^^;V7x-;i/)-l,3-^T\;- 
Buft 128-129°C 0 

5 ##Wb^6 8 - 9 : N-[4-(2-^^;U-4-7 x=;i/-l,3-f-7\/--;i>-5->f 

2- if y sw] 7 x-;i/TH2 h t ^ H 

M£ 162-163°C 0 

6 8-10: N-[4-[2-x^;i/-4-(3-^ ^>7xx;i/)-l,3-^7\/ 

— ^-5 — r ;i/]-2-tr y sw] 7 x -;i/T-fe kt ^ h* 

10 m& 128-129°Co 
-###|J6 9 

##J3 6tf^ 4-[2-x^;i/-4-(3-^f-;i/7i-;i/)-l 3 3-^7-^-;i/-5->f 
;i/]-2-£ 'J ^ >©ftfc> 0 fc> 4-[4-(3-7 P P 7 i^)-2-if;Wl;3-f 
7 , y-;b-5->f ;V]-2-K U 4-[4-(3-7 PP 7 xr^lO-E-vt^-l.S-: 

15 /H-2-K U ^7^X 4-[4-(3-^DD7xn;i/)-2-7Plf;i/- 

l,3-^ry-;i/-5--f ;i/]-2-K U 5. X 4-[4-(3-7 P D 7 1-^)-2-[4-( 

*3\n/f-:t)7 x=;i/]-u3-^rv^-;i/-5->f ;H-2-£ y ^ £tf 4-[2- 
x.^;b-4-(2-^x-;i/)-i,3-^r ^-;b-5-f ;H-2- tr y s;^r $ >£^*vpft ■ 

M^ts TiEO##Wb-&^J 69-l~69-5 Lfco 
20 ##Wb£#l 6 9 - 1 :N-[4-[4-(3-^DD7i-;i/)-Z-xfM,3-f7V- 

;i/-5--f;i/]-2-^y^;i/]7*Dt:^>T^ h* 

!u£ 132-133°C 0 

##Wb^6 9-2 :N-[4-[4-(3-^DP7x-;i/)-2-^^;i/-l,3-^T^- 

;i/-5->f;i/]-2-tf y^;i/]7Pt^->7^ K 
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Su& 134-135°Co 

##Wb6»6 9-3 : H-[4-[4-(3-^nn 7 bTM,3"f7y- 
;b-5-f;v]-2-tfU^;i/]7*D^>T^ K 

M 103-104°C o 

5. #%Wb-&t)6 9 - 4 .: N-[4-[4-(3-^ D P 7 i-;i/)-2-[4-(^^Vft)7 x- 
Rbft 187-188°C 0 

#%#Wb£*6 9 - 5 : N-[4-[2-x^;W-(2-^x-;i/)-l,3-^7'^-;i/-5-r 

10 M 187-188°C 0 
7 0 

> V -Y ;i/ 7 d y h* * J; V t? /\* 0 ;i/ 7 p ij k £ * M tiffl v > t ; TBB0#% Mb 
..• -^37 0- l.~7 0-5^fijctfeo 

15 7 0 - 1 : N-[4-[4-(3-7DD7 ixjl/)-2-xf;v-l,3-f 7^- 

;i/-5->f ;v]-2-tfU^;i/]T-b hT^ h* 

iufc 149-150 o C o . 

fr-5-<{ M-z- ¥ V vjv] T-t b 7 5. \t 
20 Mti 144-145°Co 

#^Wb-^tl 7 0-3: N-[4-[4-(3-7 DP7 i^;i/)-2-[4-(^ ^1/^^-) 7 
)l]-l,3-?-7V-)]/-5-( )l]-2-VV V)l]7-b \-7X K 
HfoS 207-208°Co 

#%Wb^7 0 - 4 : N-[4-[2-x^;b-4-(2-^x-;v)-l,3-^T^-;W5->f 
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m& ii6-iirCo 

V 

fr&tl 7 0 - 5 : N-[4-[4-(3-^ n n 7 x-^)-2-[4-(^ ^f-t) 7 
5 M 119-120 o Co 

N-[4-[4-(3-* p p 7 i^;i/)-2-(4-^ ^^;i/^-^7 i^^J-l^-^T^- 
;W5--f ;i/]-2- E D *JM 7-te h 7" 3. h* 
N-[4-[4-(3-7 P P 7 i^)-2-[4-(^Wt)7x-;v]-l,3-^7^- 
10 5->f ;i/]-2-tr iJS?M7-b h^S. M0.30 g, 0.66 mmol)© B,N-y^^$M7 
^ h*(10 nL)&ft£ 70){^Dn3flgl > SK(0.34 g, 1.4 imnol).£Jo£T^T 2 . 

^P v h7"^7-C-(Kfc5 : -;i/)Tr!|tMb, ffgx?;V-'fV7 , DK i iPi-f;i/ 
15 -CiSfe}|Uii^O;iag()R$ 55 • ' 

U^216-217°C 0 
7 2 

###J7 i«b\ N-[4-[4-(3-^ D n 7 i-;V)-2-[4-(^ W t ) 7 
]-l,3-^7y-;i/-5-f;V]-2-^U^;b]7-te h7*5. K©ftfc!)fc> N-[4-[4-(3- 
20 ^PP7x-;i/)-2-[4-(p<^;i/f-^)7^^;i/]-l,3-5 : -T^--;i'-5-^;i/]-2-tfU 
$>;i/]7"n t?#>7^ K*fl!lvT\ TIB©#%Wb-^J 7 2 £i§rf£bfco 
#$flMfe**7 2 :N-[4-[4-(3-7PP7x^;V)-2-(4-p<^;i/7;i/^^;i/7x- 

;i/)-i,3-^7^-;v-5--f;i/]-2-t:>;^;H7*P^>7^ k 

iM 224-225°C 0 
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mm 3 

4-(3-7 dd7 x^;i/)-2-x^;i/-5-[2-( 7 x-;M ?)inr)-4-\? U S?;i/]-l,3- 

**fb± h 1>7A(0.24 g, 6.0 mmoD^^f-Vt 2 (H^#tfe^ N,N-S^ 
5 f-;v^;vA7^ K(10 illMWco ?©Hii:7i-;Mf;^^--;i/(0. 
58 mL, 4.9 mmol)£ OWlD*.* » 1 H^if^Iffco 4-( 
3-^DP7i^JV)-2-x ?-;i/~5- ( 2- 7 ;M* P -4- £ U )-l, ( 0 . 78 

g, 2.5 mmoDo N,N-y^^V*;i/A75 K(6 iL)iSift£Hi$I*CJn*N 3S>fc£ 
• fi-c 1 B$»§*iH£fc 0 SJi&m^lK: m-7\mt± h U ^^7K»(5 mL)£Jn* 

Yh^77^f-(^>-Sli^ = 9 : 1)-C««U mmih&m 0.56 g(lK 

* 54 

ttttfti 

15 ^-NMRtCDCls) 6 : 1.44 (3H, t, J= 7.6Hz), 3.07 (2H, q, J= 7,6 Hz), 4.39 (2 
H, s), 6.84-6.87 (1H, m), 7.10-7.11 (1H, m), 7.18-7.41 (8H, m), 7.58-7.6 
0 (1H, m), 8.34-8.37 (1H, m). 
##007 4 

N-[5-(2-i/7 D^>^;bT ^ J -4-t? I) ^;i/)-4-(3-^ ?)V7 x ~;i/)-l,3-^^ 
20 y-;i/-2-f;i/]-N'-7x^Wl/7 

[5-(2->>7 d^>^;ut ^ y u ^;i/)-4-(3-^ ^;i/7 x^;i/)-i,3-^7*y 

-;i/-2-^;U]T^>(0.43 g, 1.2 noDoH.N-^^Wt hT^ K(10 mL)?g 
iSfc, ^V^>7'>^7x-;K0.19 mL, 1.8 mmol)^nx., 80°C-C 1 tig 

191 



WO 02/062792 PCT/JP02/00828 

x^*fe||tillbT«Wb^«0.23 g(JR* 39 
M 198-199°Co 
5 ##0J 6 2-7 4 -CSffig 3 ~S 5 fc^f . 
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###J7 5 

7* Mfflfct^KTO mL, 0.62 iol)£ N,N-^;Wl/*;i/A7^ K^pWl/T 
5 -fe^-MlOO mL, 0.68 mol)»^, $g£f»& 1 B#»M^Ufco «il©7Hz 
^-;i/*«£ETT?S*U a«iteTT«fcSbT*»b6* 85 g(J&* 74*)* 

M 125-130°C (400Pa) 

l H-NMR(CDCl 3 )<? : 1.33 (3H, t, J= 7.1 Hz), 2.33 (3H, s), 3.04 (6H, br s), 
10 4.23 (2H, q, J= 7.1 Hz), 7.68 (1H, s). 

##0117 6 

xf;v 2,4-^^^-;i/-5-lTU ^^>*;i/4?=¥^>^-h 

7-te h7$V>im£& Mi- h h**> h'©x* y-;i«(410mL, 0 

.53mol)k:gM-eJP^feo ^©^ xf-;i/ 2-r-fe5 : -;w3-(^x^;bT^ ; )7£ 
15 'Jl/-h(98g, 0.53mol)^tS^3»^ s 24WniHSbfeo x#y-;V£M 

«^®*bfeo a***EETTjKfibT*»fb£«73 g(Jfc*.76X)**#fco 
ftjft 93-98°C (130Pa) 

l H-NMR(CDCl 3 )(? : 1.42 (3H, t, J= 7.1 Hz), 2.75 (3H, s), 2.80 (3H,. s), 4.4 
20 1 (2H, q, J= 7.1 Hz), 9.05 (1H, s). 
##$]7 7 
2,4-^p<^;i/-5-tfU $i?>%)]/#>m 

7jc^fb#V£A(67g, 1.0 mol)© 95Xx^^-;i/^(300mL)^^;i/ 2,4-^ 
^^;i/-5-t'M^>A;i/^->^-h(73g, 0.40mol)© 95%x# y-;Hg*£(100 
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bWtt-CWtfcbfc. #ftHbfcH#*39lU *^bS£j»**, M<b^l 36 
g(JR# 58X)*ftfco 

'H-WDKCDCl,)^ : 2.63 (3H, s), 2.69 (3H, s), 8.97 (1H, s). 
5 #%#J7 8 

2,4-^pWl/fJ ^> 

2,4-^pW1,-5- t? U S ^>*^JJ<>«* 160°CTr 4 M»bfco 
Hjft 152-153'Co • 

10 l H-NMR(CDCl 3 )<5 : 2.50 (3H, s), 2.70 (3H, s), 6.98 (1H, d, J= 5.1Hz), 8.49 
(1H, d, J= 5.1Hz). ■ 
7 9 

^(tert-^;V) h(12iL, 50 mol)£.4-^;i/-2-tfiM^-;b 

15 7^>(5.0g, 46-»l)©1»rt-r^y-;i/^fcll»|||3^»TirFU-«*ftS 

fi-e 14 ftm*>%m&fcn jffiK*«ET-ee*u n^^^'j*^* 

K;i/x-y;b-^-9->T«iei|flibTS«fb'&« 6.7 g(JR* 70%)£#fc o 
. m& 87-88°Co 
20 #^$| 8 0 

1-{Z-M-)V7 x ~;i/)-2-(4-lf 'J ^ ^;i/)xf;-;i/ 
S?«f V7*Dtf;i/T* >(16 mL, 0.12 mol )©«?=• h 5 1 h* n 7 5 >(100 mL) 
««[ft-50 , CtH#4PU 4>tfiW^ 1.6M n-:Wl/U^£A^*tf>$8*(73 
mL, 0.117 iol)*ffliTbfco i&TIlT^ 10 ^n»»«« % M^T 4r**)W) 
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(10 g, 0.11 mol )Ci7krb7h h'P75>(10 nL)igf«*-30 8 CT!»T 
Ufco 0.5 WIBiP SJfKB^»*-78°Ctc:^«lU N-(3-^;i/^W 
y()V)yu^]/>>( ^>(19 g, 0.11 mol)©to^ h^t h*P7^>(10 mL)M 
tSTlfc, »T»T&-78 8 CT! 2 RSHfr M«M*ifiK#Mb 
5 s 7j<(100 nL)*JjP^ »»x^l/7J»aibfc. tttH*tt*«k ttMtfc 

3^1/ = 7 : 3)«bfeo -Y V 7P tM-f;i/-Ci^b ttilM 11 g 
(JR* 49%)£*#fc„ 
HUM 66-67°Co 
10 ###]8 1 

###J8 Otf^ 4-^f-;v^U 2,4-^>Wl/b:>J 5:^^*5 

m<D&%mb&®> 8 1 - 1 * 8 1 - 2 *^tfco ■ 

#%0Mb#»8 1- 1 : l-(3-^^7i-^)-2-(2-^f-;H-K'; J ^-JV)i 

15 

HUM 88-89°Co 

#t0Mb-&*98 1-2 :tert-7>;i/ 4- [2-t KD^^-2-(3-^^;i/"7 

Hu& 194-195°C 0 
20 (£tt0U) JNKK«W1 

(1) ###>J3 5fc$® 5 Omg 

(2) 7* h-^ 3 4mg 

(3) h^uui/WR 1 0. 6mg 

(4) K;tP3J/»ft(ODtt) 5mg 
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(5) 7s'rT , )>m~?y*i"5& 0. 4mg 

(6) 13)^*1/ *?-)\/%)\/U-7,i3)\/i't?k 2 Omg 

m 12 Omg 

m^^^±IB (1) ~ (6) ftfcfcU ff«S££?)fl1£U »l£f#fc 0 
5 (H5fe^J2) JNKP1§^J2 

(1) ##0!|3 5<bi^3 10 . Omg 

(2) ?Ui 6 O.Omg 

3 5.0mg 

(4)€^^> 3.0mg . 

10 (VZTTVyM^yZ^A 2. Omg 

###)3 5-fb^ . 1 O.Omg £$IM6 0 . 0mg^J;^n->x^--^-3 5; Omg©- '*' 
ig-^tl^lO%^^g : ->7XM0.0 3ml (€^>£bT3.0mg) *fflV\ 1mm* 

sm^^td 2 . oig tm&u jm-rzo m^^m.^ . . 



(f»l3) JNKR&«#J3 • 

(1) ##083 1 O. Omg 

(2) « 7 O.Omg 
20 (3)3— ^ 5 O.Omg 

(4) qT*§ttx>7*> 7 . Omg 

(5) ^f7'J>iW$/>7A 3. Omg 



3 5fbl^9 1 0 . Omg t^T U >«V^*>»>A 3 . Omg -gmi&ry 
7>®7timQ . 0 7ml (qr^t4^>7->^L-C7.0mg) T?JBKtfbLfc& IH1U 
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%M7 0 . Omg j3 5 0 . Omg »t§o MMbT^J 

JNKBSSI4 

(1) ###J3 5fli£f/ 5. Omg 
5 (2)&J& 2 0. Omg 

(3)»J< £S 2. 0ml fc-rs 

###Hb-&t) 3 5 5 . Omg * <M*fctt 2 0 . Omg fcj&gzkfc: *%in*. 
T£S2.0ml fc-TSo «»**aU ^®^T^2mlOT>^;Hc^-r§o 7 

10 i&swmi) wmm 

. • -(1)0 7 13 W . • :5.-0mg • 

(2) &£ 2 0. Omg 

(3) fc«* ' ' ^»2.0ilk« 
D7in^7 5. 0ng:feJ:tf&Jfi2 0. Omg *&JD*T 

■15 ±82 . 0ml t-TSi iS«£3»U 2ml ©^^Mc^iTSc 7> 



(1) P7x3Jpi// 5 Omg 

(2) 7? 3 4mg 

20 (3) httuziumb 10. 6mg 

(4) hV*uzi*,ffl& (ODtt) 5mg 

(5) 7r7)J>l7^i/i)A 0. 4mg 



(6) #;]/#*^9^Hr;UD— ^jb^S/^A 2 Omg 

W- 12 Omg 
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mffi«u±ia (i) ~ (6) &iB£u mmtzttmu 

[4-( 3-^ 7 x -;v)-5- ( 4- 1: y s M , 3-^ 7 )l] 7 a- > 

l-(3-^9 L ;i/7xr.;i/)-2-(4-^U ^^-;i/)x7 i y-;i/(3.0 g, 14 mmol) fcjff 
®* h I) <?A(2.32 g, 28.26 inmol) ©Sf^M(70 nL)fc$Ufc(0.72 nL, 14 mmol 

;i/*;i/A7^ h*(15 BL)te»3&»U *©**fc*-a!-R*(l.l g, 16 mmol) £Sn;i 

15 $Sfc&*T3.4 g(JR* 89%)^#fc 0 
241-242°Co 

(rnmmi) 

rnmrn 6 icip fc % MS-**-*? xr:;i,)-2-(4-tf U ^ V-JD^J-JlOft 

tot) (3 i-(3-^5^;i'7xx;i/)-2-(2-^^;i/-4-tf';^^-;i/.)x5 i .y-;^J;tJ f t 
20 ert-7?-)l 4-[2-bKD^^-2-(3^^1/7ir;i/)ir-;i/]-2-lf^^-;i/ 

HflSWfb'&ft7- 1 : [4-(3-^f ;i/7 i_;i/)-5-(2-^^H-K U 

3-f7y-;i/-2-^;i/]7^> 

HU& 185-186'Co 
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HSfeMfr&tJ 7 - 2 :tert-^;b 4-[2-T^ ;-4-(3-^f;i/7i-;V)-l,3-f 

M 262-264°Co 
(f»J8) 

5 *m 4-[[[4-(3-p<^;i/7in;i/)-5-(4-tf »J S5?=/l/)-l,3-?-7V-;k-2->f 
4-^DD^;i/^;i/^>^T-h(l.lg, 5.6 nnnol)^[4-(3-^^;V7i- 

;W-5-(4-^v ^y-;v)-i,3-f 7V-;v-2-^;v]7^ >t 4-i?*m7$; \z. 

U^XO.Ug, l.lmmol.)© N,N-^^;V7-te K (lOmD^^tCjba^.. 70°Cf 

io 14 hsp^ £Wfco mm^m^mm^ y u ^a^m^sd*., mm Ltzm 

. • ttl.O g (IK* 65X)*»fc 0 
' Mbfil 339-341 0 Co • 

(H»J9) ... 
15 4-[[[4-(3-p<f-;i/73ir:;i/)-5-(4-tf'M^^;V)-l,3-5 : -T^-;i/-2->r;i/]7' 

4-[[[4-(3-^f;i/7x-;v)-5-(4-^u ^^;i/)-i,3-^Ty-;v-2-^ 
y ]vb;i/^;i/]^>^7*— M0.50g, 1.2 mmol) ©x^y— ;i/(10mL)M 
« 2N-7»fb^ h >;e7AzK«(1.2 mL)4in^ ^Ott^MTr 2 l$Mfr$£ 

«5V^«««*^ «M&a*0.40 g (Jfc* 82%)^f#fe 0 
HU& 380-381°C o 

(mmmio) 

N-[4-(3-^^;b7x-;i/)-5-(2-p<^-;V-4-trU ^:=:;i/)-l,3-^:7V-;i/-2- 
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[4-(3-^ *-)l)-5-(2-* ?-;i/-4-fc? U ^ P~)V)-U3-^T^-))/ 7 2-^ 
;i/]7*^>(0.50 g, 1.8 mmoDi: 4-^^^;i/T^^^'J^>(0.065g, 0.53 mmol) 
© N,N-y^^;VT-b hT^ h*(10 mL)M£, 7*-te?-;)/7 P >; K(0.19 mL, 2.7 m 
5 mol)£j!jn;t> 80°CT* 14 Mfri^Wfco MMl^fcj^JCflli- h U *2±7k® 

Ltzo ^Ltcmm^mm^j^nmmLxmm'ih^ 0.35 g(w ei%)* 
ntco 

m& 230-231°C„. ... 

10 (mmmi 1) 

[5-(2-^^;i/-4-tU ;^-M-4-(3-^^7i-^)-l,3-f7^-W 
. ;u]T^>(0.50 g, 1.8 mmol)© N,N-^^T-fe h7 5. K(10 mL)£fttl^ 7^ 
15 rMV^>7t- h(0.29 mL-, 2.7 mmol)£iD;L> 80°CT« 2 RSIBfrti&Sfci M 

•CHttHUT««to&#l0.55 g(W 78%)£t#fco ' 
M 141-142°Co . . 

20 (H»J12) 

N-[4-(3-p< 3^1/7 i^;i/)-5-[2-( 7 jl-)]/T^)V7 K J )-4- t: IU 

tert-7>;i/ 4-[2-7 ^ -4-(3-^ 5M/7 x -;i/)-l, 3-5=-7y-;i/-5->f 
2-^.'J ^-;u:fc;WN-v-M0.50 g> 1.3 mmol)© N,N-^^;i/7-fe hT^ h*(5 
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mL)M^ 7i-mfMD'J h*(0.52 mL, 3.9 inmol)^Sn^ 80°CX' 14 

U *y 7 A ^ d v h ^7 7 - ( a^U- >-iix^;v = 7 : Z)T-mMLtc 
5 o ^fenfc«t/^^;i/^-7 i ;^e,^'fbUTM^tio.09 g(W 13% 

m& iio-113-c. 
mmm 6-i2«t 6 ic^-To 
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R 3 



R 3 



/ 'C 



6 -NH 2 
7-1 -NH 2 



7-2 -NH 2 



Me 

b- 

Me 

o- 

Me 

8 -NHCO-^^-C0 2 Me ^~V- 

9 -NHCO-^^-C0 2 H ^3"^ 

V 



10 -NHCOMe 



11 -NHCONI- 



12 -NHCOCHz- 



H- 241-242 



Me- 185-186 



Me 

Me-hOCONH- 
Me 



262-264 



H- ' 339-341 



H- 380-381 



Me- 230-231 



Me- 141-142 



^^-CHjCONH- 110-113 
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m 

thJNKlJteTO^n-xi/^WicDNA QUICK-Clone cDN 

5 A) tiifcU Derijard, B. (Cell ,76, 1025-1037(1994)) bTV^ 

3 J N K 1 Jtfe^O*iasyy*#* fcfl* Ufc7'7 -f v— fe y r 
JNK1-U : 

5 ' -ACAACTCGAGATAACATATGGCTCATCATCATCATCATCATAGCAGAAGCAAGCGTGACAAC-3 ' 

10 JNK1-L: 

5' -TCCCGGGTACCTCACTGCTGCACCTGTGCTAA-3' 

£J80fcPCR8tt:«fc»)fTo& 0 
PCRK/foteAmpliWax PCR Gem 100 (%MM) &JS^fcHot Start Srcfr^fc 

oTJBJBftfcb^ lOxLA PCR Buffer 2 mL, 2.5 mMdNTP v§M 3 ml> 12.5 mM 7° 
15 2.5 mL, 25mM MgCl 2 ?§$ 2 #L, ttBifKS* 8 mL' 4I^Ufc. 

±Jg$g$fcbT}*> iFSlkftt MMIcDNA (1 ng/mL) £ 1 mL, lOxLA PCR 
Buffer 3 mk2.5 mM dNTP ffim 5 mL,25 mM HgCl 8 3 jul, TaKaRa LA Taq DN 

A polymerase (Siffig) 0.5 mL, WMM^k 17.5 mL »&bfco HKbfcT 

lilt: AmpliWax PCR Gem 100 (S$ffift) § 1 MflDb, 70°C "C 5 tK4> 
20 "C 5 ^KfflS^ ±JBS*fti0itPCROS*6**WSS{tfco SJfSiCAofef 

i-^^-xVl/iM^- W^Mfe^ 95°CT"2 

MMbfco 95°CT'15#P^ 68°CT*2#l§0iM^£ 35 IIIilDjg. 

Lfc^s 72°CT-8^Mbfeo f#£ftfcPCRjg«:p#P-;*y;p (1%) 

m^fci&b, JNKl»fe^£^t? 1.2 kb ©DNAWfr*y;Wp&|s!JRbfc& 
25 , Kpnl, Xhol «WbU 5. h* pFASTBACl (GIBC0 BRL) © 4.8 kb 

Xhol-Kpnl SrMAlfcr^X^ K pFBJNKl %f^»bfc 0 T^XS h* pFBJNKl 
t BAC-T0-BAC Baculovirus Expression System (GIBC0 BRL) £ffl^TMgl£^ 
;i/*©>M;i/*X h BAC-HJNK1 *W»bfco 
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m 

tbMKK71fe?O^D-r>m WcDNA QUICK-Clone 
cDNA) £HM£U Foltz, I. N. (J. Biol. Chem., 273, 9344-9351(1 

5 998)) tW*MKK7a^©taafiSWft#*tff«L&r5>fv--- fey h 
MKK7-U : 

5 ' -ACCAGAATTCATAACATATGGCTCATCATCATCATCATCATGCGGC6TCCTCCCTGGAACAG-3 ' 
MKK7-L : 

10 5' -ACCCTCTAGACAAGCAGCTACCTGAAGAAGG-3' CIBSWf 4} 
£JSV>fcPCR&fcJ;DfT-?fco 

PCRfiJS&fcfcAnpliWax PCR Gem 100 fcJSVMfc'Hot Start &T*fro 

o ymmmt LT, IOxLA PCR Buffer 2 mU 2.5 mM dNTP 3 mL; 12; 5 mM ' • 
754v-m&& 2.5 mLv 25 mMMgCl 2 M 2 mL N MM^©7K '8 mL %W&Ltz 
15 o ±SMfcbt{±> MMtLTK. hPlicDNA(l ng/mL)£ 1 mL, 10xLA PCR 
Buffer 3 mL, 2.5 mM dNTP 5 mL, 25mM MgCl 2 «-3 mL, TaKaRa LA Taq DN 
. A polymerase (■£«*). 0.5 mL,. ttffJNW* 17.5 mL ^S-^.Ufeo flBKLfc^H 
Mic AmpliWax PCR Gem 100 (M£) * li»U 70?CC&dlHk 2k#T*5 

20 ttV—Vfl/y-'f (A-^y^^-li) £fey h LtzW:, 95°CT'2^ 

HHmXstza 95°CT* 15M ■ 68*C-C2#lll©iJyf 35 EHRDjSbfc 

72°CT-8^«sbfc 0 ^&nfcPCRl!gi*7^D-^;v (1%) 

, »»U. MKK 7»fi?ft^& 1.3 kb ©DNAWtf &^jfc&@JfcLfc*> pT7 
Blue-T vector (^7t^x» CJfAU b* pHMKK7 £ff fco 

25 Wang.Y. (J. Biol. Chem., 273, 5423 -5426(1998)) bWSfltofcft 

M&MMKK7 (271#g©Ser£Asp, 275 #i© Thr £ Asp) £{Wf£fc#> 

CAM 7 -U : 
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5' -GGCCGCCTGGTGGACGACAAAGCCAAGGACCGGAGCGCCGGCTG-3' tEWm^^ 
CAM 7 - L : 

5' -CAGCCGGCGCTCCGGTCCTTGGCTTTGTCGTCCACCAGGCGGCC-3' CBBI*^} 
%M^~Zs QuikChange Site-Directed Mutagenesis Kit (Stratagene) J3<fcD^ 
5 g£#AU pcaMKK7£t#fco 

77^U' pFASTBACl (GIBCO BRL) CD 4.8 kb EcoRI-Xbal mftk.±B7°5Z ^ h* 
pcaMKK7 © 1.3 kb EcoRI-Xbal Mft*m%Ls h* pFBcaMKK7 £ft§£bfc 

o 

K pFBcaMKK7 £ BAC-TO-BAC Baculovirus Expression System (GIBCO BR 
10 L) Zm^xmrnz-'^z-UtJ }IX(D$J JIZZ YvZ BAC-caMKK7 ^mULtc 

o 

thc-Jun5lg?0^D-->m #*&g&cDNA (m#^iQUIGK-Clon 
e cDNA) £ &M£U Hattori,K. £>#$B£ (Proc. Natl. Acad. Sci. U. S. A. 
15 , 85, 9148-9152 (1988)) bTl^ c- J u n^fs?0f&«IB?!l£#%k:ff Mb 

c-Jun-U : 5' -AAAAGAATTCATGACTGCAAAGATGGAAACGACC-3 ' CIB?!]#-t.7 0 • 
c-Jun-L :5' -AAAAGCGGCCGCTCACAGGCGCTCCAGCTCGGGCGACGC -3' CIS«-^ 

20 £fflOfcPCR&t::J;?) c-Jun©N* 79 SMZ^- h-r&3tfc^©« 

PCRS«AmpliWax PCR Gem 100 (Sli) £ffl<^fcHot Start Snrfi^fc 
o ymUmtLXs lOxPyrobest PCR Buffer 2 mU 2.5 mM dNTP » 3 mk 12. 
5 mM 2.5 mL, mMM^K 10 mL %m&Ltc 0 ±JfMi:bT 

25 (i, MfcbTt h#*S$5cDNA (1 ng/mL) £ 1 mk lOxPyrobest PCR Buffe 
r 3 mL, 2.5 mM dNTP m& 2 mL, TaEaRa Pyrobest DNA polymerase (SffiM) 0. 
5 mL, nmm^yK 24.5 mL %m-&\stco mmbtzTmmWL^ AmpliWax PCR Gem 1 
00 (SrSsi) £lM$nU 70°CT-5^> **T*5frfflmims ±J1M^AP 
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*PCR©EJ&«t*WSbfco M0Aofefa-7^-YW^7- ( 
/1-*>x;vv-tt) ^yMfcft, 95 0 CT*2fl«l3lbfco 95'CT' 
15 SDN, 68°CT* 30 SMWOIM ^£ 35@iDi bfc& 72°Cf 8 ^» bfc 

o t#f>tifePCR»^r^D-^^;i/ (i%) m^aju c-junptfs^* 

5 £tr 240bp ©DNAWtffcWfr&liJRbfcgU ttlUBI* EcoRK NotI 

% 7*7 ;U h' pGEX6P-l (7?J/tA • 7 7;V7>>7tt) CD 4.9 kb EcoRI-NotI ®r 

#%$|8 5 WJNKlCii 
Sf-21 lxlO 6 cells/mL «fc ? lO%WMlkffi*&tS 100 mL Sf-90 
10 0 II SFM Igtte (GIBC0BRL) lC»Bbfc^ 27°CT* 24 BSflSlg#bfe 0 

aD^MO^l/^h-y^ BAC-HJNK1 t BAC-caMKK7 &**ve*i0.2 mL m 
inhltm, 3 6fc60l$IHJ8#bfco tgmmtPbm'hfrM (3000rpm, 10 fc«k 
iUm£1Bbfetfc PBS -ViKUR* 2 ®&#bfco ffffiflSfc lOmL Lysis buffer 
• (25 mM HEPES .(pH 7.5X 1% Triton-X, 130 mM NaGK ImM EDTA> 1 mM DTT 
15 > 25 mM b-glycerophosphates 20 mM leupeptin N l mM .APMSF> 1 mM Sodium ort 
hovanadate) Mllfe^ *^^-fif- (P0LYTE0N) T* 20000rpm N 30 fM 

mm* 4 ®n*> z bxmmnmLfco mmm .(4oooor P m, 45 &m) vxmtc 

±m&t> Anti-FLAG M2 Affinity Gel (^v*±) £J3^Tv fflJ NKl^ 

20 ###]8 6 ffililc-JunOll 

7*7^^ K pGEJun *±mm JM109 (Jfc#$5) ^KtembT^e>tife^>^ 
U >WttttpGEJun/JM109 £Mbfc 0 pGEJun/JM109 50 mg/mL 7^i"JV 
*$tf 150 bL.CDLB«J6 (10 g/L h»;7"h>, 5 g/Lf-*rx*xh77K 
lOg/L ttMb^b T— 200rpBk 37°CT*^«bfco 15 mL £$rl¥ 

25 LB tm 150 mL fcflHinU 37 0 C2B$Rg 200rpm T?«f*U ImM IPTG (fflftt&gg 
) £«arabT£&fc6l$HJ8*bfco 8000rpm T* 10 MJg^bTjStt 

&EUKU PBS-e»^ »«:*-80'C , T?»ttg**fco 20- mL© Lysis buffer (B- 
PER bacterial protein extraction reagent ( tf T70> Protease inhibitor Co 
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mplete (^->;>#-)) Wia £M 10 ^fillfco ?§>I>#1$ (1400 
Orpnu 15 #fB> 4°C) £frl/\ ^OlM* Redipack GST Purification Module 

1 J N K 1 ^pi§«©« 

5 50 ng Wm. J N K 1 i: 1 mg c-Jun *<gts 37.5 mL (25 mM HEPES ( 

pH7.5)> io mmm^y**s*2±) \zis*?)w\,**i/)*iz®mbtzmmfc& 

M2.5 mLMbfc^ 30°CT* 5#fa&^b£o ATP m& (2.5 mM ATP> 0.1 mC 
i [g-^P] ATP) £ 10 iL MM?%Ztfc£t)Rm*mti$}Ltzo WCt 60 fffifc 
JfcSttfc^ 20%TCA M£ 50 mL m&Dt-S£fcT£jfo£^ltbfco S^M* 
10 OU 20 ^TOBbfc^ -fe;WN-^^- (/^y*— £^T> 
GF/C filter tMHMh7>^7 7-U 250 mM 

• U>»*C«s#bfco 45°C-e 60 dlBW6«**&^ Microscint 0 (;1 

* 40 ml i«a»U h KS>ir^» T-MrSffi* 

15 (Omm (IC M «) * PEISM2.01 UTvyrWY V7h>)i7tt) fcTlllijbfc 

0 11***7^^6 



*7 





IC B0 UM) 


2 9-1 


0. 03 3 


32 


0. 1 1 


34-1 


0. 097 


39 


0. 14 


40 


0. 21 
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§10*012 TNF-ag£|£g*S'|£©fciJj£ 

10 mM HEPES (pH 7.5) 4£tf RPMI1640 Jgiife (GIBCO BR 
L) T-tg^Lfc THP-1 WM* 96 b^frJ'l'-h^ lxl0 6 cells/well bteZ&olz 

jf^tm dmso icMufe«<b^ti^ i mi ^jpbfco wc-zimmtmis 

5 ^-f>^a^-^-4iT-^Lm LPS &®«JS 5 ig/ml 2: 

m&miz&t)±m*mzo ±m*(DTNF-am&* elisa h (^^^ 

OIK (IC 50 fit) £ PRISM2.01 (^77;1yH V7hi)x7tt) fcTSIfcBLfc 
10 o iB^8t^to 



£8 



15 





ICbo (UM) 


29-1 


0. 0 02 0 


32 


0. 10 


34-1 


0. 057 


39 


0. 0 0 5 9 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> JNK Inhibitor 

<130> 09439 

<150> JP 2001-027570 

<151> 2001-2-2 

<160> 8 

<210> 1 

<211> 62 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 1 

acaactcgag ataacatatg gctcatcatc atcatcatca tagcagaagc aagcgtgaca 60 
ac 62 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 2 

tcccgggtac ctcactgctg cacctgtgct aa 32 
<210> 3 
<211> 62 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 3 

accagaattc ataacatatg gctcatcatc 
ag 

<210> 4 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 4 

accctctaga caagcagcta cctgaagaag 
<210> 5 . • 

<211> 44 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 5 

ggccgcctgg tggacgacaa agccaaggac 
<210> 6 
<211> 44 
<212> DNA 

<213> Artificial Sequence 
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atcatcatca tgcggcgtcc tccctggaac 60 

62 



g .31 



cggagcgccg gctg 44 
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<220> 

<223> PCR primer 
<400> 6 

cagccggcgc tccggtcctt ggctttgtcg tccaccaggc ggcc 44 
<210> 7 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 7 

aaaagaattc atgactgcaa agatggaaac gacc . . 34 . 

<210> 8 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 8 

aaaagcggcc gctcacaggc gctccagctc gggcgacgc 39 



3/3 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP02/00828 



A. CLASSIFICATION OF SUBJECT MATTER 
(See extra sheet.) 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
(See extra sheet.) 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS, REGISTRY (STN) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



E,X 



P,X 



P/X 



P,X 



WO, 02/10137, A2 (Signal Pharmceuticals Inc.), 
07 February, 2002 (07.02.02), 
(Family: none) 

WO, 01/57022, A2 (Vertex Pharmceuticals Inc.), 
09 August, 2001 (09.08.01), 
(Family: none) 

WO, 01/12621, Al (Vertex Pharmceuticals Inc.), 
22 February, 2001 (22.02.01), 
(Family: none) 

J.Med.Chem., (1999), 42(12), p. 2180-90 



WO, 01/74811, A2 (Takeda Chemical Industries Ltd.), 
11 October, 2001 (11.10.01), 
(Family: none) 



1,2,23-25, 
37-40 



1,2,23-25, 
37-40 



1-3,9,11, 
23-25,34-40 



1-4,6,7,11,12, 
14,15,23-25, 
37-40 

1-5, 10-13, 
16-25,37-40 



|"x~| Further documents are listed in the continuation of Box C. See patent family annex. 



T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

u &" document member of the same patent family 



♦ Special categories of cited documents: 

"A" document defining the general state of the art' which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 



Date of the actual completion of the international search 
28 March, 2002 (28.03.02) 


Date of mailing of the international search report 
09 April, 2002 (09.04.02) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP02/0O828 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 



X 
Y 

X 
Y 
X 
Y 
X 
Y 

X 

Y 
X 
Y 

X 
Y 

X 
Y 
X 
Y 



WO, 01/30778, Al (Novartis A.G.), " " 
03 May, 2001 (03.05.01), 
(Family: none) 

EP, 1070711, A2 (Sankyo Co., Ltd.), 
24 January, 2001 (24.01.01), 

& NO 2000003734 A & BR 2000004534 A 

& CN 1295069 A & JP 2001-247564 A- 

WO, 00/64894, Al (Takeda Chemical Industries Ltd.), 

02 November, 2000 (02.11.00), 

& EP 1180518 Al & JP 2001-114779 A 

& NO 2001005156 A 

WO, 00/63204, A2 (Novartis A.G.), 

26 October, ' 2000 (26.10.00), 

& BR 2000010598 A & NO 2001004987 A 

WO, 00/31063, Al (G.D.Searle & Co.), 
02 June, 2000 (02.06.00), 

& EP 1144403 Al & NO 2001002456 A 

WO, 99/32121, Al (Smithkline Beecham Corp.), 

01 July, 1999 (01.07.99) , 

& AU 9919246 A & EP 1037639 Al 

& JP 2001-526230 A & ZA 9811631 A 

& US 6335340 A 

WO, 99/18942, Al (Imperial College Innovations 
Ltd.), 

22 April, 1999 (22.04.99)., 

& AU 9894493 A & EP 1021173 Al 

& JP 2001-519381 A 

WO, 98/56788, Al (Rhone-Poulenc Rorer Ltd.), 

17 December, 1998 (17.12.98), 

& AU 9879259 A & ZA 9805148 A 

& EP 988301 Al & BR 9810007 A 

& JP 2002-503245 A & NO 9906120 A 

WO, 98/52940, Al (G.D.Sealre and Co.), 
26 November, 1998 (26.11.98), 
& AU 9875883 A & ZA 9804358 A 

& EP 1000055 Al & BR 9809147 A 

& JP 2002-508754 A & NO 9905695 A 

US, 5792778, A (Merck and Co., Inc.), 
11 August, 1998 (11.08.98), 
(Family: none) 

WO, 97/47618, Al (Merck and Co., Inc.), 

18 December, 1997 (18.12.97), 
(Family: none) 



1-5,10-13,16- 
29,31-34,37-40 



1-3,8,11, 
23-25,37-40 



1-5,10-13, 
16-25,37-40 
26-34 



1-7,11-15,19, 
23-25,37-40 
26-34 

1-3,9,11, 
23-25, 37-40 
26-34 

1-4, 5-7,11,12, 
15,23-25,37-40 
26-34 



1-4,6,9,11,12, 
14,15,23-25, 
37-40 
26-34 

1-5,7,11,12, 
15,23-25,37-40 
26-34 



1-3,9,11, 
23-25,37-40 
26-34 



1-3,8,11, 
23-25,37-40 
26-34 

1-5,7,11,12, 
15,23-25,37-40 
26-34 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP02/00828 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 

Y 
X 
Y 


WO, 97/35856, Al (Siaithkline Beecham Corp.), 
02 October, 1997 (02.10.97), 
& EP 889888 Al & JP 2000-507558 A 
& US 6096739 A 

WO, 97/05877, Al (Merck and Co., Inc.), 
20 February, 1997 (20.02.97), 
& CA 2228136 A & AU 9667689 A 
& EP 863757 Al & JP 11-510510 A 


1-4,6,7,11,12, 
14,15,23-25, 
37-40 
26-34 

1-3,8,11, 
23-25,37-40 
26-34 



Form PCT/ISAy210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP02/00828 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] QaimsNos.: 35,36,41 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 35, 36, and 41 fall under the category of methods for treatment of 
the human body by therapy* 



2. Q QaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q QaimsNos.: 

because they are dependent daims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. £^ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

daims. 

2. Q As all searchable daims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. Q^J As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, spetifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the daims; it is covered by claims Nos.: 



Remark on Protest Q^J The additional search fees were accompanied by the applicant's protest. 

| [ No protest accompanied the payment of additional search fees. 



Form PCT/1SA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 


International application No. 
PCT/JP02/00828 


Continuation of A. CLASSIFICATION OF SUBJECT MAT! 





(International Patent Classification (IPC)) 



Int. CI 7 C07D417/04, 417/14, A61K31/4439, 4545, 506, A61P43/00, 
1/18, 11/00, 17/00, 1/04, 7/00, 7/04, 21/04, 35/00, 
A61P35/02, 25/14, 9/10, 13/12, 27/06, 9/04, 37/06, 29/00 
(According to International Patent Classification (IPC) or to both 
national classification and IPC) 



Continuation of B . FIELDS SEARCHED 
Minimum Documentation Searched (International Patent Classification (IPC)) 



Int. CI 7 C07D417/04, 417/14, A61K31/4439, 4545, 506, A61P43/00, 
1/18, 11/00, 17/00, 1/04, 7/00, 7/04, 21/04, 35/00, 
A61P35/02, 25/14, 9/10, 13/12, 27/06, 9/04, 37/06, 29/00 
Minimum documentation searched (classification system followed by 
classification symbols) 



Form PCT/ISA/210 (extra sheet) (July 1998) 



BBBMEttfir 



mnmrn^ pct/jpo2/oos28 



a. moj&i~z#®<o&m (.m®¥fW#m ( i p c) ) 

Int. Cl 7 C07D417/04, 417/14, A61K31/4439, 4545, 506, A61P43/00, 1/18, 11/00, 17/00, 1/04, 7/00, 7/04, 21/04, 35/00, 
A61P35/02, 25/14, 9/10, 13/12. 27/06, 9/04, 37/06. 29/00 



is&frofcflt/NBim (mm/mm a pc) ) 

Int. Cl' C07D417/04, 417/14. A61K31/4439, 4545, 506, A61P43/00. 1/18, 11/00, 17/00, 1/04, 7/00, 7/04, 21/04, 35/00, 
A61P35/02, 25/14, 9/10. 13/12, 27/06, 9/04, 37/06. 29/00 



mm®&~?$im ^tcn*?-*^-* (r-*^-*©^ WEKttJiuwiR) 

CAPLUS, REGISTRY (STN) 





guns*** Rv-uo&mm&i-z it«, %<Dm&tzismo&* 


B*#©$ffil8©## 


EX 


WO 02/10137 A2 (SIGNAL PHARMCEUTICALS INC.) 2002.02.07 


1, 2, 23-25, 37 
-40 


PX 


WO 01/57022 A2 (VERTEX PHARMCEUTICALS INCORPORATED) 2001.08.0 

9 (775 y— &u 


1, 2, 23-25, 37 
-40 


PX 


W0 01/12621 Al (VERTEX PHARMCEUTICALS INCORPORATED) 2001.02.2 
2 (7 7$y'-ftU 


1-3,9,11, 23- 
25, 34-40 



TAJ #KW)i©fc3;fci&T-ttft<, HRttfiaifcJcip**-*- 
t>© • 

TEj BBtfURB1tt®ttff£fc(±4m?*>£#, HRKfttKB 

Et&n:&s?£*ifct>© 
roj qs^iSH^, M^^ws-rsm 

rpj BRttiHBfllh?. ;6^«3fc«l©3i3S©&&fcfc*tH« 



<0Wffi<Dlz«>\z.3M-rz> t>© 
rxj {Itsllo^aiStffeoT, 

©^4Xttii#ttasfc^fc%;t feftS fc© 
r&j R-/<yyh7r5P-X» 



BUWBlEfcfcTbfcB 

2 8.0 3.0 2 . 


09.04.02 


H^SaaE«H©«^25.UffcT5fe 

B*H4«BF/f (I SA/J P) 
§&{g#^ 100-8915 
JlOHtffftBKfR^BHT 1 4# 3 » 


m?S## 03-3581-1101 P 1 


4P 


9 15 9 


*9iH 3 4 9 0 



aKPCT/I SA/2 1 0 (»2^-5?) (1 9 98^7^) 



mm\mm^ pct/jpo2/oo828 



PX 



PX 



x 

Y 
X 

Y 
X 
Y 
X 

Y 
X 

Y 
X 



J. Med. Chera. , (1999) , 42 (12) , p. 2180-90 



WO 01/74811 A2 (TAKEDA CHEMICAL INDUSTRIES LTD.) 2001.10.11 

07rSy-fcL) 

WO 01/30778 Al (NOVARTIS A. G. ) 2001. 05. 03 (7 7 5 D — ft D 



EP 1070711 A2 (SANKYO CO. , LTD.) 2001.01.24 & 

NO 2000003734 A & BR 2000004534 A & CN 1295069 A & 

JP 2001-247564 A 

WO 00/64894 Al (TAKEDA CHEMICAL INDUSTRIES LTD.) 2000.11.02 & 
EP 1180518 Al & JP 2001-114779 A & NO 2001005156 A 



WO 00/63204 A2 (NOVARTIS A.G.) 2000.10.26 & 
BR 2000010598 A & NO 2001004987 A 



WO 00/31063 Al (G. D. SEARLE ft CO.)- 2000.06.02 ft 
EP 1144403 Al ft NO 2001002456 A 



WO 99/32121 Al (SMITHKLINE BEECHAM CORP.) 1999.07.01 ft 
AU 9919246 A ft EP 1037639 Al ft JP 2001-526230 A ft 
ZA 9811631 A ft US 6335340 A 



WO 99/18942 Al (IMPERIAL COLLEGE INNOVATIONS LTD.) 1999.04.22 
ft AU 9894493 A ft EP 1021173 Al ft JP 2001-519381 A 



WO 98/56788 Al (RHONE-POULENC RORER LIMITED.) 1998. 12. 17 ft 
AU 9879259 A ft ZA 9805148 A ft EP 988301 Al ft BR 9810007 A ft 
JP 2002-503245 A ft NO 9906120 A 



1-4,6, 7,11,1 
2, 14, 15, 23-2 
5, 37-40 

1-5, 10-13, 16 
-25, 37-40 

1-5, 10-13, 16 
-29, 31-34, 37 
-40 

1-3, 8,11,23- 
25, 37-40 



1-5, 10-13, 16 
-25, 37-40 
26-34 

1-7, 11-15, 1 
9, 23-25, 37-4 
0 

26-34 . 

1-3,9,11, 23- 
25, 37-40 
26-34 

1-4, 5-7, 11, 1 
2, 15, 23-25, 3 
7-40 
26-34 

1-4, 6, 9, 11, 1 
2, 14, 15, 23-2 
5, 37-40 
26-34 

1-5, 7, 11, 12, 
15, 23-25, 37- 
40 

26-34 



SWP.CT/ISA/2 10 G&2"i-$?©&#) (1 9 9 8¥7£) 



PCT/JP02/00828 



c <mi 



x 

Y 

x 

Y 
X 

Y 
X 

Y 
X 
Y 



WO 98/52940 A1(G. D. SEALRE AND CO. ) 1998. 11. 26 & 

AU 9875883 A & ZA 9804358 A & EP 1000055 Al & BR 9809147 A & 

JP 2002-508754 A & NO 9905695 A 

US 5792778 A (MERCK AND CO. , INC. ) 1998. 08. 11 (7rO -ft 
b) 



WO 97/47618 Al (MERCK AND CO. , INC. ) 1997. 12. 18 (77^!)"^ 

D 



WO 97/35856 Al (SMITHKLINE BEECHAM CORP. ) 1997. 10. 02 & 
EP 889888 Al & JP 2000-507558 A & US 6096739 A 



WO 97/05877 Al (MERCK AND CO. , INC. ) 1997. 02. 20 & 

CA 2228136 A & AU 9667689 A & EP 863757 Al & JP 11-510510 A 



1-3, 9,11,23- 
25, 37-40 
26-34 

1-3, 8,11, 23- 
25, 37-40 
26-34 

1-5, 7,11, 12, 
15, 23-25, 37- 
40 

26-34 

1-4,6, 7,11,1 
2, 14, 15. 23-2 
5, 37-40 
26-34 

1-3, 8, 11, 23- 
25, 37-40 
26-34 



SSPCT/ISA/2 10 W2^-v?0^t) (1 9 9 8^7^) 



H^tU®#-f- PCT/J PO 2/0 0 8 2 8 



m%S%B3m (PCT1 7&(2)(a)) OMfozii*) , roHIWBt«#H:*©a*ICJ:5»*©«BOH»K-ov^Tfts 
1. 0 g&£<PfflS 3 5. 3 6, 4 1 tt, i©H«W»B^)W^5ii:«:HUftV^fc«St>©T?*>6. 

w#©«bb3 5, 3 6,4 1 K<mmistitc%m*s Aftnnsmfczztmxmz&^-r 



3. □ »5fc<D$5H tt> ^JR?t*<D$5ffl-Cfoo-CPCTMlJ6.4(a)(Dm2X^U ? ^3S:O^J: 



4. □ UU^#j»ftifi^**»»«r*Wrtfcl^b4*»-3fcO^ £©BRH£*£rri. i»#©«£B©:£*JteSB«5 



HSPCT/ISA/2 10 (Hl^-i^©** (1) ) (1 9 9 8^7J) 



